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EXECUTIVE  SUMMARY 

This  document  explains  the  basis  for  the  Food  and  Drug  Administration’s  assertion 
of  jurisdiction  over  cigarettes  and  smokeless  tobacco  under  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (the  Act).  FDA  regulates  a  diverse  range  of  products  under  the  Act, 
including  foods,  drugs,  medical  devices,  and  cosmetics.  The  distinguishing  feature  that 
characterizes  these  products  is  their  intimate  and  potentially  harmful  relationship  with  the 
human  body.  The  products  that  FDA  regulates  include  those  that  are  ingested,  ihhaled, 
implanted,  or  otherwise  used  in  close  contact  with  the  human  body. 

Cigarettes,  which  deliver  a  pharmacologically  active  dose  of  nicotine  to  the  body 
through  inhalation,  and  smokeless  tobacco,  which  delivers  a  pharmacologically  active  dose 
of  nicotine  to  the  body  through  buccal  absorption,  share  this  distinguishing  feature.  Like 
the  products  that  FDA  traditionally  regulates,  cigarettes  and  smokeless  tobacco  are 
inhaled  or  placed  within  the  human  body;  like  many  of  these  products,  they  deliver  a 
pharmacologically  active  substance  to  the  bloodstream;  and  like  these  products,  they  have 
potentially  dangerous  effects.  Indeed,  no  products  cause  more  death  and  disease  than 
cigarettes  and  smokeless  tobacco. 

FDA  is  asseiting  jurisdiction  over  cigarettes  and  smokeless  tobacco  under  the  drug 
and  device  provisions  of  the  Act.  Specifically,  FDA  has  concluded  that  cigarettes  and 
smokeless  tobacco  are  combination  products  consisting  of  nicotine,  a  drug  that  causes 
addiction  and  other  significant  pharmacological  effects  on  the  human  body,  and  device 
components  that  deliver  nicotine  to  the  body.  FDA  last  considered  whether  cigarettes 
were  drugs  or  devices  in  the  late  1970’s.  See  Action  on  Smoking  and  Health  v.  Harris^ 
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655  F.2d  236  (D.C.  Cir.  1980).  Since  that  time,  substantial  new  evidence  has  become 
available  to  FDA.  This  evidence  includes  ^e  emergence  of  a  scientific  consensus  that 
cigarettes  and  smokeless  tobacco  cause  addiction  to  nicotine  and  the  disclosure  of 
thousands  of  pages  of  internal  tobacco  company  documents  detailing  that  these  products 
are  intended  by  the  manufacturers  to  affect  the  structure  and  function  of  the  human  body. 

This  new  evidence  justifies  the  Agency’s  determination  that  cigarettes  and  smokeless 
tobacco  are  delivery  systems  for  the  drug  nicotine. 

Under  the  Act,  a  product  is  a  drug  or  device  if  it  is  an  article  (other  than  food) 

“intended  to  affect  the  structure  or  any  function  of  the  body.”  Sections  201(gXlXC), 

201(hX3).  The  statutory  definition  is  “intended  to  define  ‘drug’  far  more  broadly  than 
does  the  medical  profession.”  United  States  v.  An  Article  of  Drug . . .  Bacto-Unidisk,  394 
U.S.  784, 793, 798  (1%9).  The  legal  question  of  whether  cigarettes  and  smokeless 
tobacco  are  subject  to  FDA  jurisdiction  is  one  that  “FDA  has  jurisdiction  to  decide  with 
administrative  finality.”  Weinberger  v.  Bentex  Pharmaceuticals,  Inc.,  412  U.S.  645, 653 
(1973). 

After  intensive  investigation  and  careful  consideration  of  the  public  comments, 

FDA  concludes  that  cigarettes  and  smokeless  tobacco  meet  the  statutory  definition  of  a 
drug  and  a  device.  This  conclusion  is  based  on  two  determinations:  (1)  nicotine  in 
cigarettes  and  smokeless  tobacco  does  “affect  the  structure  or  any  function  of  the  body,” 
and  (2)  these  effects  on  the  structure  and  function  of  the  body  are  “intended”  by  the 
manufacturers. 
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The  Agency’s  determination  that  nicotine  in  cigarettes  and  smokeless  tobacco  does 
“affect  the  structure  or  any  function  of  the  body”  is  based  on  three  Qentral  findings: 

1 .  Nicotine  in  cigarettes  and  smokeless  tobacco  causes  and 
sustains  addiaion. 

2.  Nicotine  in  cigarettes  and  smokeless  tobacco  causes  other 
psychoaaive  (mood-altering)  effects,  including 
tranquilization  and  stimulation. 

3.  Nicotine  in  cigarettes  and  smokeless  tobacco  controls 
weight. 

The  Agency’s  determination  tliat  the  manufacturers  of  cigarettes  and  smokeless 
tobacco  “intend”  these  effects  is  based  on  five  central  findings: 

1 .  The  addictive  and  other  pharmacological  effects  of  nicotine 
are  so  widely  known  and  accepted  that  it  is  foreseeable  to  a 
reasonable  manufacturer  that  cigarettes  and  smokeless 
tobacco  will  cause  addiction  to  nicotine  and  other 
significant  pharmacological  effects  and  will  be  used  by 
consumers  for  pharmacological  purposes,  including 
sustaining  their  addiction  to  nicotine. 

2.  Consumers  use  cigarettes  and  smokeless  tobacco 
predominantly  for  pharmacological  purposes,  including 
sustaining  their  addiction  to  nicotine,  mood  alteration,  and 
weight  loss. 

3.  Manufacturers  of  cigarettes  and  smokeless  tobacco  know 
that  nicotine  in  their  products  causes  pharmacological 
effects  in  consumers,  including  addiction  to  nicotine  and 
mood  alteration,  and  that  consumers  use  their  products 
primarily  to  obtain  the  pharmacological  effects  of  nicotine. 

4.  Manufacturers  of  cigarettes  and  smokeless  tobacco  design 
their  products  to  provide  consumers  with  a 

^  pharmacologically  active  dose  of  nicotine. 

5.  An  inevitable  consequence  of  the  design  of  cigarettes  and 
smokeless  tobacco  to  provide  consumers  with  a 
pharmacologically  active  dose  of  nicotine  is  to  keep 
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consumers  using  cigarettes  and  smokeless  tobacco  by 
sustaining  their  addiction  to  nicotine. 

This  document  is  divided  into  six  sections.  Section  I  describes  the  evidence  and 
legal  basis  supporting  the  Agency’s  finding  that  cigarettes  and  smokeless  tobacco  “affect 
the  structure  or  any  function  of  the  body.”  Section  II  describes  the  evidence  and  legal 
basis  supporting  the  Agency’s  finding  that  the  manufacturers  “intend”  these  effects  on  the 

i 

structure  and  function  of  the  body.  Section  III  explains  the  Agency’s  conclusion  that 
cigarettes  and  smokeless  tobacco  are  combination  products  that  contain  a  “drug^’  and  a 

f. 

“device.”  Section  IV  explains  why  the  Agency’s  decision  to  assert  jurisdiction  over 

cigarettes  and  smokeless  tobacco  is  justified  by  the  new  evidence  now  available  to  the 

Agency.  Section  V  demonstrates  that  Congress  has  not  precluded  or  preempted  the 

Agency’s  assertion  of  jurisdiction  over  cigarettes  and  smokeless  tobacco.  Section  VI 

addresses  procedural  issues  relating  to  the  Agency’s  assertion  of  jurisdiction  over 

cigarettes  and  smokeless  tobacco.  These  sections  are  summarized  below. 

/.  Cigarettes  and  Smokeless  Tobacco  Affect  the  Structure  or  any  Function  of  the 
Body”  Within  the  Meaning  of  the  Act 

The  nicotine  delivered  by  cigarettes  and  smokeless  tobacco  has  significant 
pharmacological  effects  on  the  structure  and  function  of  the  body. 

First,  the  nicotine  in  cigarettes  and  smokeless  tobacco  causes  and  sustains 
addiaion.  Nicotine  exerts  psychoactive,  or  mood-altering,  effects  on  the  brain  that 
motivate  repeated,  compulsive  use  of  the  substance.  These  pharmacological  effects  create 
dependence  in  the  user.  The  pharmacological  processes  that  cause  this  addiction  to 
nicotine  are  similar  to  those  that  cause  addiction  to  heroin  and  cocaine. 
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Second,  the  nicotine  in  cigarettes  and  smokeless  tobacco  produces  other  impoitant 
pharmacological  effects  (xi  the  central  nervous  system.  Under  some  circumstances  and 
doses,  the  nicotine  has  a  sedating  or  tianquilizing  effect  on  mood  and  brain  activity. 

Under  other  circumstances  and  doses,  the  nicotine  has  a  stimulant  or  arousal-inducing 
effect  otk  mood  aiKl  Ixain  activity. 

Third,  the  nicotine  in  cigar^tes  and  smokeless  tobacco  affects  body  weight. 

These  effects  (Mi  the  structure  and  function  of  the  body  are  significant  and 
quintessentially  drug-like.  Mtxeover,  these  effects  are  the  same  as  the  effects  of  odier 

f 

drugs  that  FDA  has  traditionally  regulated,  including  stimulants,  tranquilizers,  appetite 
suppressants,  and  j>roducts,  such  as  methadone,  used  in  the  maintenance  of  addiction.  For 
these  reasons,  the  Agency  finds  that  cigarettes  and  smokeless  tobacco  **affect  the  struaure 
or  ai^  function  of  the  bod/*  within  the  meaning  of  the  Act. 

11.  Cigarettes  and  Smokeless  Tobacco  Are  ** Intended*’  to  Affect  the  Structure  and 

Function  of  the  Body  Within  the  Meaning  of  the  Act 

To  determine  whether  effects  on  the  structure  or  function  of  the  body  are 
“intended”  by  the  manufacturer,  the  Agency  must  objectively  evaluate  all  the  relevant 
evidence  of  intent  in  tte  record  before  it.  “The  FDA  is  not  bound  by  the  manufacturer’s 
subjective  claims  of  intent,”  but  rather  can  find  actual  intent  “on  the  basis  of  objective 
evidence.”  National  Nutritional  Foods  Ass’ n  v.  Matthews,  557  F.2d  325,  334  (2d  Cir. 
1977).  In  the  case  of  cigarettes  and  smokeless  tobacco,  the  Agency  finds  that  three  types 
of  objeaive  evidence  provide  independent  bases  for  finding  that  the  manufacturers  intend 
to  affea  the  structure  and  function  of  the  body:  (1)  the  evidence  of  the  foreseeable 
pharmacological  effects  and  uses  of  cigarettes  and  smokeless  tobacco;  (2)  the  evidence  of 
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the  actual  consumer  use  of  cigarettes  and  smokeless  tobacco  for  pharmacological 
purposes;  and  (3)  the  evidence  of  the  statements,  research,  and  actions  of  the 
manufacturers  themselves.  Considered  independently  or  cumulatively,  this  evidence 
convincingly  demonstrates  that  cigarettes  and  smokeless  tobacco  are  intended  to  be  used 
for  pharmacological  purposes. 

A.  A  Reasonable  Manufacturer  Would  Foresee  that  Tobacco  Products  Will 
Cause  Addiction  and  Other  Pharmacological  Effects  and  Will  Be  Used  by 
Consumers  for  Pharmacological  Purposes 

When  Congress  enacted  the  current  definition  of  “drug”  in  1938,  it  was  well 
understood  that  “[t]he  law  presumes  that  every  man  imends  the  legitimate  consequences 
of  his  own  acts.”  Agnew  v.  United  States,  165  U.S.  36, 53  (1897).  Consistent  with  this 
common  understanding,  FDA’s  regulations  provide  that  a  product’s  intended 
pharmacological  use  may  be  established  by  evidence  that  the  manufacturer  “knows,  or  has 
knowledge  of  facts  that  would  give  him  notice,”  that  the  product  is  being  widely  used  for 
a  pharmacological  purpose,  even  if  the  product  is  not  being  promoted  for  this  purpose. 

21  CFR  201.128, 801  it.  Thus,  FDA  may  find  that  a  manufacturer  intends  its  product  to 
affect  the  structure  or  function  of  the  body  when  it  would  be  foreseeable  to  a  reasonable 
manufacturer  that  the  product  will  (1)  affect  the  structure  or  function  of  the  body  and  (2) 
be  used  by  a  substantial  proportion  of  consumers  to  obtain  these  effects.  For  example, 
when  it  is  foreseeable  to  a  reasonable  manufacturer  that  a  product  will  produce  drug 
effects  in  consumers  and  be  purchased  by  a  substantial  proportion  of  consumers  for  dmg 
purposes,  FDA  may  consider  the  product  a  “drug.” 
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In  the  case  of  cigarettes  and  snx)keless  tobacco,  no  reasonable  manufacturer  could 
fail  to  foresee  that  these  (xoducts  will  have  significant  pharmacological  effects  on 

s 

consumers  and  be  widely  used  by  (XHisumers  for  pharmacological  pur^ioses.  All  major 
public  health  oiganizations  in  the  United  States  and  abroad  with  expertise  in  tobacco  or 
drug  addktKH)  now  recognize  that  the  nicotine  delivered  by  cigarettes  and  smokeless 
tobacco  is  addictive.  The  first  major  oiganizaticMi  to  do  so  was  the  American  Psychiatric 
Association,  which  in  1980  defined  the  **tobacco  dependence  disorder^'  and  the  ‘"tobacco 
withdrawal  syndrome.**  Since  1980,  nicotine  in  tobacco  products  has  also  been 
recognized  as  addictive  by  thcLjU-S.  Surgeon  Genial  (1986  and  1988),  the  American 
Psychological  Association  (1988X  the  Royal  Society  of  Canada  ( 1989),  the  World  Health 
Organization  (1992),  the  American  Medical  Association  (1993),  and  the  Medical  Research 
Council  in  the  United  Kingdom  (1994).  Every  expert  medical  organization  that  submitted 
oomments  to  FDA  on  whether  nicotine  is  addictive  concluded  that  it  is.  The  tobacco 
industty*s  public  position  that  nicotine  is  not  addictive  is  simply  not  credible  in  light  of  this 
overwhehnitig  sdentific  consensus. 

The  sciditific  consensus  that  dgarettes  and  smokeless  tobacco  cause  addiction  to 
nicotine  makes  it  foreseeable  to  a  reasonable  manufacturer  that  these  products  will  affect 
the  strucdire  and  fimctkMi  of  the  body.  This  sdentific  consensus  also  makes  it  foreseeable 
that  cigarettes  and  smokeless  tobacco  will  be  used  by  a  substantial  proportion  of 
consumers  for  a  phannaccdogical  purpose — namely,  to  satisfy  their  addiction. 

It  is  also  foreseeaMe  that  the  nicotine  in  cigarettes  and  smokeless  tobacco  will 
cause,  and  be  used  for,  other  significant  pharmacological  effects.  It  is  well  established  that 
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the  nicotine  in  cigarettes  and  smokeless  tobacco  has  psychoactive  or  mood-altering  effects 
in  the  brain.  Under  some  circumstances,  nicotine  can  have  a  sedative  or  tranquilizing 
effect  on  the  brain;  under  other  circumstances,  nicotine  can  have  a  stimulating  or  arousal- 
inducing  effect.  In  this  regard,  nicotine  is  similar  to  other  addictive  drugs  such  as  opiates, 
which  can  have  both  stimulating  and  sedating  effects.  In  addition,  nicotine  plays  a  role  in 
weight  regulation,  with  substantial  evidence  demonstrating  that  cigarette  smoking  leads  to 
weight  loss. 

Because  a  reasonable  manufacturer  would  foresee  that  cigarettes  and  smokeless 
tobacco  will  cause  and  be  used  for  these  well-established  pharmacological  effects  in  a 
substantial  proportion  of  consumers,  the  Agency  finds  that  these  drug  effects  and  drug 
uses  are  intended  by  the  manufacturers. 

B.  Consumers  Use  Tobacco  Products  to  Obtain  the  Pharmacological  Effects 
of  Nicotine  and  to  Satisfy  Their  Addiction 

A  second  basis  for  establishing  that  a  product  is  intended  to  affect  the  structure  or 
function  of  the  body  is  evidence  showing  that  consumers  actually  use  the  product  for 
pharmacological  purposes.  In  fact,  courts  have  recognized  that  even  in  the  absence  of  any 
other  evidence  of  intent  to  affect  the  structure  or  function  of  the  body,  such  an  intent  may 
be  established  by  evidence  showing  that  consumers  use  the  product  “predominantly”  for 
pharmacological  purposes.  ASH,  655  F.2d  at  239-240. 

In  the  case  of  cigarettes  and  smokeless  tobacco,  the  evidence  establishes  that 
consumers  do  use  these  products  “predominantly”  for  pharmacological  purposes.  Major 
recent  studies  have  concluded  that  11%  to  92%  of  smokers  are  addicted  to  nicotine  in 
cigarettes.  The  U.S.  Department  of  Health  and  Human  Services  estimates  that  75%  of 
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young  regular  users  of  smokeless  tobacco  are  addicted  to  nicotine  in  these  products.  The 
comments  from  the  American  Heart  Association,  the  American  Lung  Association,  and  the 
American  Cancer  Society,  whose  member  physicians  provide  health  care  for  tobacco  users 
in  the  United  States,  confirm  that  ‘^e  vast  majority  of  people  who  use  nicotine  containing 
cigarettes  and  smokeless  tobacco  do  so  to  satisfy  their  craving  for  the  pharmacological 
effects  of  nicotine;  that  is,  to  satisfy  their  drug  dependence  or  addiction.” 

In  addition,  a  laige  proportion  of  consumers  also  use  cigarettes  and  smokeless 
tobacco  for  other  pharmacological  purposes.  A  recent  survey  found  that  over  70%  of 
young  people  10  to  22  years  old  who  are  daily  smokers  reported  that  they  use  cigarettes 
for  relaxation.  The  same  survey  found  that  over  50%  of  young  people  who  are  daily  users 
of  smokeless  tobacco  reported  that  they  use  smokeless  tobacco  for  relaxation.  Other 
surveys  show  that  between  one-third  and  one-half  of  young  smokers  report  that  weight 
control  is  a  reason  for  their  smoking. 

This  evidence  that  consumers  actually  use  cigarettes  and  smokeless  tobacco 
predominantly  to  obtain  the  pharmacological  effects  of  nicotine  leads  FDA  to  find  that 
cigarettes  and  smokeless  tobacco  are  intended  to  affect  the  structure  and  function  of  the 
body. 

C.  The  Statements,  Research,  and  Actions  of  the  Cigarette  Manufacturers 
Show  that  the  Manufacturers  Intend  to  Affect  the  Structure  and  Function 
of  the  Body 

A  third  basis  for  establishing  that  a  manufacturer  intends  to  affect  the  structure  or 
function  of  the  body  is  evidence  from  the  statements,  research,  and  actions  of  the 
manufacturer  that  reveals  that  the  manufacturer  knows  that  its  product  will,  or  designs  its 
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product  to,  affect  the  structure  or  function  of  the  body.  It  is  a  canon  of  statutory 
construction  that  words  used  by  Congress  should  ordinarily  be  interpreted  in  accordance 
with  their  plain  meaning.  The  plain  meaning  of  “intend”  includes  “to  have  in  mind”  or  “to 
design”  for  a  particular  use.  The  American  Heritage  Dictionary^  for  instance,  defines 
“intend”  as:  “1.  To  have  in  mind;  plan.  2.a.  To  design  for  a  specific  purpose,  b.  To 
have  in  mind  for  a  particular  use.”  Consistent  with  the  plain  meaning  of  “intend,”  FDA 
may  consider  whether  the  statements,  research,  and  actions  of  the  manufacturer  show  tliat 
the  manufacturer  “has  in  mind”  that  its  product  will,  or  “designs”  its  product  to,  affea  the 
structure  or  funaion  of  the  body. 

The  administrative  record  contains  three  decades  of  documents  and  other  evidence 
from  the  major  cigarette  manufacturers.  This  evidence,  most  of  which  has  only  recently 
become  available,  establishes  that  the  manufacturers  do  “have  in  mind”  that  their  products 
will  have  and  be  used  for  pharmacological  effects.  First,  the  evidence  shows  that  the 
cigarette  manufacturers  know  that  nicotine  is  a  pharmacologically  active  drug.  In  internal 
documents,  for  instance,  researchers  for  Philip  Morris  Inc.  call  nicotine  “a  powerful 
pharmacological  agent  with  multiple  sites  of  action”  and  “a  physiologically  active ... 
substance . . .  [which]  alters  the  state  of  the  smoker  by  becoming  a  neurotransmitter  and  a 
stimulant”;  a  researcher  for  R.J.  Reynolds  Tobacco  Co.  (RJR)  calls  nicotine  “a  potent 
drug  with  a  variety  of  physiological  effects”;  and  researchers  for  Brown  &  Williamson 
Tobacco  Corp.  and  its  parent  company,  BAT  Industries  PLC  (formerly  the  Biitish- 
American  Tobacco  Co.)  (BATCO),  call  nicotine  “pharmacologically  active  in  the  brain” 
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and  “an  extremely  biologically  active  compound  capable  of  eliciting  a  range  of 
pharmacological,  biochemical,  and  physiological  responses.” 

Second,  the  evidence  establishes  that  the  cigarette  manufacturers  have  conducted 
extensive  research  to  understand  precisely  how  nicotine  affects  the  structure  and  function 
of  the  body.  In  one  year  alone,  Philip  Morris  conducted  16  different  studies  on  the  effects 
of  nicotine,  including  5  experiments  to  determine  the  pharmacological  effects  of  nicotine 
on  the  human  brain.  RJR’s  similarly  extensive  research  found  that  the  nicotine  in 
cigarettes  produces  measurable  changes  in  brain  wave  activity,  such  as  “a  significant 
increase  in  beta2  magnitude”  (an  effect  associated  with  anxiety  relief)  and  “a  significant 
decrease  in  delta  magnitude”  (an  effect  associated  with  improved  mental  condition). 
Through  the  Council  for  Tobacco  Research,  an  organization  formed  by  the  major  tobacco 
companies,  the  manufacturers  funded  dozens  of  sophisticated  investigations  concerning 
nicotine,  including  numerous  studies  that  demonstrate  nicotine’s  ability  to  alter  the 
function  of  the  human  brain. 

Third,  the  evidence  shows  that  the  manufacturers  know  that  one  of  the 
pharmacological  effects  of  nicotine  is  to  cause  and  sustain  addiction.  Researchers  and 
senior  officials  of  Brown  &  WiULamson  and  BATCO  expressly  acknowledge  this  fact  in 
their  internal  documents,  stating  that  “smoking  is  a  habit  of  addiction”  and  that  “nicotine  is 
addictive.”  Philip  Morris  scientists  also  know  of  nicotine’s  addiction  potential.  They 
conduaed  a  series  of  nicotine  “self-administration”  experiments  using  the  tests  used  by  the 
National  Institute  on  Drug  Abuse  to  determine  whether  a  substance  has  addiction 
potential.  These  studies  found  that  rats  would  self-administer  nicotine,  which  is  one  of  the 
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hallmark  characteristics  of  an  addictive  drug.  Moreover,  through  the  Council  for  Tobacco 
Research,  the  cigarette  manufacturers  funded  research  that  reported  that  “smoking  is  a 
form  of  dependence  no  less  binding  than  that  of  other  addictive  drugs.” 

Fourth,  the  evidence  shows  that  the  manufacturers  know  that  consumers  smoke 
cigarettes  primarily  to  obtain  the  pharmacological  effects  of  nicotine.  This  point  is 
repeatedly  acknowledged  in  internal  company  documents.  For  example,  researchers  for 
Philip  Morris  have  stated  that  nicotine  is  “the  primary  reason  why  people  smoke”  and  that 
nicotine  is  “the  physiologically  active  component  of  smoke  having  the  greatest 
consequence  to  the  consumer”;  researchers  for  RJR  have  stated  that  “the  confirmed  user 
of  tobacco  is  primarily  seeking  the  physiological  ‘satisfaction’  derived  from  nicotine”  and 
that  “[w]ithout  any  question,  the  desire  to  smoke  is  based  upon  the  effect  of  niccxine  on 
the  body”;  and  BATCO’s  director  of  research  has  stated  that  “[t]he  tobacco  smoking  habit 
is  reinforced  or  dependent  upon  the  psycho-pharmacological  effects  mainly  of  nicotine.” 

This  knowledge  of  the  central  role  of  nicotine  in  cigarette  smoking  was  communicated  to 
the  highest  levels  of  the  companies.  In  1969,  for  instance,  Philip  Morris’  vice  president  for 
research  and  development  told  the  Philip  Morris  board  of  directors  that  “the  ultimate 
explanation  for  the  perpetuated  cigarette  habit  resides  in  the  pharmacological  effect  of 
smoke  upon  the  body  of  the  smoker.” 

Fifth,  the  evidence  shows  that  in  their  internal  documents,  the  cigarette 
manufacturers  expressly  refer  to  cigarettes  as  devices  for  the  delivery  of  nicotine.  For 
instance,  researchers  for  Philip  Morris  have  described  cigarettes  as  a  “dispenser  for  a  dose 
unit  of  nicotine”  and  as  a  “nicotine  delivery  device”;  a  senior  researcher  for  RJR  has 
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described  cigarettes  as  a  “vehicle  for  delivering  nicotine”;  and  researchers  for  BATCO 

have  described  cigarettes  as  the  “means  of  providing  nicotine  dose  in  a  metered  fashion” 

and  as  a  device  that  provides  the  smoker  “very  flexible  control  over  titrating  his  desired 

dose  of  nicotine.” 

This  evidence  establishes  that  cigarettes  are  intended  by  the  manufacturers  to 
affect  the  structure  and  function  of  the  body.  It  demonstrates  that  the  manufacturers 
know  that  nicotine  is  pharmacologically  active;  that  consumers  smoke  primarily  to  obtain 
the  pharmacological  effects  of  nicotine;  and  that  cigarettes  function  as  devices  for  the 
delivery  of  nicotine.  The  evidence  thus  shows  that  when  the  manufacturers  offer 
cigarettes  for  sale,  they  “have  in  mind”  that  their  products  will  be  used  for  the  particular 
purpose  of  affecting  the  structure  and  function  of  the  body. 

In  addition  to  the  evidence  showing  that  cigarette  manufacturers  “have  in  mind” 
the  use  of  cigarettes  for  pharmacological  purposes,  the  record  shows  that  the 
manufaaurers  “design”  cigarettes  to  ensure  the  delivery  of  a  pharmacologically  active 
dose  of  nicotine  to  the  smoker.  The  evidence  in  the  record  shows  that  the  manufacturers 
have  conducted  extensive  product  research  and  development  to  find  ways  to  maintain 
adequate  nicotine  levels  in  low-tar  cigarettes.  According  to  one  former  senior  official  at 
Philip  Morris,  “a  key  objeaive  of  the  cigarette  industry  over  the  last  20-30  years”  was  ' 
“maintaining  an  acceptable  and  pharmacologically  active  nicotine  level”  in  low-tar 
cigarettes.  Internal  industry  documents  in  the  record  disclose  research  to  determine  the 
dose  of  nicotine  that  must  be  delivered  to  provide  “pharmacological  satisfaction”  to  the 


XXI 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  44641. 


smoker,  as  well  as  estimates  by  industry  scientists  of  the  minimum  and  optimum  doses  of 
nicotine  that  cigarettes  must  deliver. 

Among  the  many  examples  in  the  record  of  product  research  and  development  to 
enhance  relative  nicotine  deliveries,  Philip  Morris  conducted  extensive  research  to  identify 

“the  optimal  nicotine/tar  ratios  for  cigarette  acceptability  of  relatively  low-delivery 

\ 

cigarettes”;  RJR  developed  alternative  tobacco  products  that  provide  a  “more  efficient  and 
direct  way  to  provide  the  desired  nicotine  dosage  than  the  present  system  involving 
combustion  of  tobacco”;  and  Brown  &  Williamson  investigated  chemical  manipulation  to 
raise  smoke  pH,  thereby  increasing  “free”  nicotine  delivery,  and  used  genetic  engineering 
to  breed  a  high-nicotine  tobacco  plant  called  Y- 1 . 

The  record  before  the  Agency  shows  that  several  methods  of  enhancing  nicotine 
deliveries  are  used  in  the  manufacture  of  commercial  cigarettes.  Tobacco  blending  to  raise 
the  nicotine  concentration  in  low-tar  cigarettes  is  common.  As  the  vice  chairman  and  chief 
operating  officer  of  Lorillard  Tobacco  Co.  has  stated,  “the  lowest  tar  segment  is 
composed  of  cigarettes  utilizing  a  tobacco  blend  which  is  significantly  higher  in  nicotine.” 
Another  common  technique  for  enhancing  nicotine  deliveries  in  low-tar  cigarettes  is  the 
use  of  filter  and  ventilation  systems  that  by  design  remove  a  higher  percentage  of  tar  than 
nicotine.  Yet  a  third  type  of  nicotine  manipulation  is  the  addition  of  ammonia  compounds 
that  increase  the  delivery  of  “free”  nicotine  to  smokers  by  raising  the  alkalinity  or  pH  of 
tobacco  smoke.  These  ammonia  technologies  are  widely  used  within  the  industry. 

The  record  establishes  that  an  important  reason  why  the  manufacturers  design 
cigarettes  that  provide  pharmacologically  active  doses  of  nicotine  is  to  satisfy  the  demands 


xxu 


44642  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 
of  users.  The  manufacturers  concede  in  their  comments  that  their  “intent  is  to  design, 
manufacture  and  market . . .  cigarettes  to  meet  the  preferences  of  adult  smokers.”  The 
preferences  of  most  smokers,  however,  include  obtaining  sufficient  nicotine  to  sustain 
their  addiction  and  to  experience  nicotine’s  mood-altering  effects.  What  the  cigarette 
manufacturers  describe  as  producing  cigarettes  that  satisfy  consumer  preferences  is,  in 
reality,  producing  cigarettes  that  provide  the  pharmacological  effects  of  nicotine  sought  by 
consumers.  The  effect  of  maintaining  a  pharmacologically  active  dose  of  nicotine  in 
cigarettes  is  to  keep  consumers  smoking  by  sustaining  their  addiction. 

The  evidence  that  the  manufaaurers  “design”  cigarettes  to  provide  a 
pharmacologically  active  dose  of  nicotine  is  further  proof  that  the  manufacturers  intend 
cigarettes  to  affect  the  struaiire  and  function  of  the  body.  Taken  together,  the  evidence 
shows  that  the  cigarette  manufacturers:  (1)  “have  in  mind”  the  use  of  cigarettes  for  the 
particular  purpose  of  delivering  the  pharmacological  effects  of  nicotine,  and  (2)  “design” 
their  products  to  provide  these  effects.  This  evidence  convincingly  demonstrates  that  the 
pharmacological  effects  of  cigarettes  are  “intended”  by  the  manufacturers. 

D.  The  Statements,  Research,  and  Actions  of  the  Smokeless  Tobacco 

Manufacturers  Show  that  the  Manufacturers  Intend  their  Products  to 
Affect  the  Structure  and  Function  of  the  Body 

The  administrative  record  also  contains  evidence  of  the  statements,  research,  and 
actions  of  the  smokeless  tobacco  manufacturers.  Like  the  evidence  of  the  statements, 
research,  and  actions  of  the  cigarette  manufacturers,  this  evidence  establishes  that  the 
smokeless  tobacco  manufacturers  intend  to  affea  the  stmaure  and  function  of  the  body. 
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First,  the  evidence  in  the  record  shows  that  the  smokeless  tobacco  manufacturers 
know  that  nicotine  is  a  pharmacologically  active  drag  and  that  consumers  use  smokeless 
tobacco  to  obtain  the  pharmacological  effects  of  nicotine.  As  a  senior  vice  president  for 
United  States  Tobacco  Co.  (UST)  stated,  “virtually  all  tobacco  usage  is  based  upon 
nicotine,  ‘the  kick,’  satisfaction.”  Researchers  affiliated  with  Brown  &  Williamson 
acknowledge  that  “nicotine . . .  absorbed  through  ...  the  lining  of  the  nose  or  mouth . . . 
will  quickly  enter  a  direct  route,  in  the  blood,  to  the  brain.” 

Second,  the  evidence  shows  that  the  smokeless  tobacco  manufacturers  manipulate 
the  nicotine  delivery  of  their  products  in  a  manner  that  promotes  tolerance  and  addiction 
to  nicotine.  This  manipulation  is  accomplished  through  the  use  of  chemicals  that  alter  the 
pH  of  the  smokeless  tobacco.  Moist  snuff  brands  that  are  marketed  as  “starter”  brands 
have  a  low  pH  and  consequently  deliver  a  low  level  of  “free”  nicotine  to  the  user,  limiting 
the  absorption  of  nicotine  in  the  mouth.  The  low  nicotine  deliveries  allow  the  new  user  to 
develop  a  tolerance  to  nicotine  without  experiencing  adverse  reactions  such  as  nausea  and 
vomiting.  In  contrast,  moist  snuff  brands  that  are  marketed  to  experienced  users  have  a 
high  pH  and  consequently  deliver  a  high  level  of  “free”  nicotine  to  the  user,  increasing  thcj 
amount  of  nicotine  available  for  absorption.  The  increased  nicotine  deliveries  provide 
sufficient  nicotine  to  sustain  the  user’ s  addiction. 

Third,  the  evidence  sho\\^  that  smokeless  tobacco  use  and  addiction  to  nicotine 
has  substantially  increased  arnong  teenagers  since  the  manufacturers  began  to  manipulate 
nicotine  deliveries.  Before  the  introduction  of  starter  brands  with  low  levels  of  nicotine 
delivery,  virtually  no  teenagers  and  young  adults  used  smokeless  tobacco.  After  the 
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smokeless  tobacco  manufacturers  began  to  market  low-nicotine  “starter”  brands  in  the 
1970’s,  however,  use  of  smokeless  tobacco  by  teenagers  rose  dramatically.  Use  of 
smokeless  tobacco  by  adolescent  males  aged  18  to  19,  for  instance,  increased  almost 
1,500%  between  1971  and  1991.  Most  of  the  regular  teenage  users  of  smokeless  tobacco 

4 

graduate  to  higher  nicotine  brands.  An  analysis  by  the  Centers  for  Disease  Control  and 
Prevention  found  that  the  pattern  of  smokeless  tobacco  use  by  teenagers  “support[s]  the 
hypothesis  that  snuff  users  in  earlier  stages  of  tobacco  use  and  nicotine  addiction  use 
brands  with  low  levels  of  free  nicotine  and  then  ‘graduate’  to  brands  with  high  levels.” 

This  evidence  of:  (1)  knowledge  of  nicotine  pharmacology,  (2)  manipulation  of 
nicotine  deliveries,  and  (3)  graduation  to  higher  nicotine  brands  among  young  users  is  a 
sufficient  basis  to  establish  that  the  smokeless  tobacco  manufacturers  intend  to  affect  the 
structure  and  function  of  the  body. 

In  addition  to  this  industry-wide  evidence  of  intended  use,  the  record  contains 

numerous  documents  from  the  nation’s  largest  smokeless  tobacco  manufacturer,  UST. 

_  # 

The  UST  documents  in  the  record  show  that: 

•  UST  officials  in  the  early  1970’s  recommended  the  development  of  products 
with  “three  different . . .  strengths  of  nicotine[0  ...  a.  High  nicotine,  strong 
tobacco  flavor . . .  b.  Medium  strength  of  nicotine . . .  c.  Low  nicotine,  sweet 
product.”  In  particular,  UST  officials  recommended  the  development  of  a 
product  that  provided  “mild”  nicotine  satisfaction  targeted  at  “new  users . . . 
age  group  15-35.” 

•  Shortly  after  these  recommendations,  UST  began  aggressively  to  market  low- 
nicotine  products,  targeted  “for  you  guys  just  starting  outi”  Marketing 
techniques  included  free  sampling  on  coUege  campuses  and  at  sports  events. 
Advertisements  included  instructions  on  use  for  new  users. 

•  Numerous  UST  documents  and  statements  refer  to  an  explicit  “graduation 
process”  in  which  users  of  smokeless  tobacco  are  encouraged  to  start  with  low- 
nicotine  starter  brands  and  then  progress  to  higher  nicotine  brands.  For 
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instance,  a  UST  vice  president  has  stated  that  Skoal  Bandits,  one  of  UST’s  low- 
nicotine  brands,  “is  the  introductory  product,  and  we  look  towards  establishing 
a  normal  graduation  process.” 

These  UST  documents  confirm  that  smokeless  tobacco  manufacturers  deliberately 
produce  brands  with  a  range  of  nicotine  deliveries  in  order  to  allow  users  to  progress  (or 
“graduate”)  from  low-delivery  products  to  high-delivery  products.  They  thus  corroborate 
the  Agency’s  finding  that  smokeless  tobacco  is  intended  to  affect  the  stmaure  and 
function  of  the  body. 

E.  The  “Intended  Use’*  of  a  Product  Is  Not  Determined  Only  on  the  Basis  of 
Promotional  Claims 

The  principal  legal  argument  of  the  tobacco  industry  is  that  the  intended  use  of  a 
product  must  be  determined  exclusively  on  the  basis  of  the  promotional  claims  made  by 
the  manufacturer.  Under  the  industry’s  legal  theory,  the  Agency  must  disregard  the 
voluminous  internal  tobacco  industry  documents  showing  that  the  manufacturers  have  in 
mind,  and  design  their  products  to  provide,  the  phannacological  effects  of  nicotine.  The 
tobacco  industry  also  urges  the  Agency  to  disregard  the  evidence  of  the  foreseeable 
pharmacological  effects  and  uses  of  cigarettes  and  smokeless  tobacco,  as  well  as  the 
evidence  of  the  actual  consumer  use  of  these  products  for  pharmacological  purposes. 

The  Agency  rejects  the  industry’s  legal  argument.  First,  the  industry’s  position  is 
contrary  to  the  plain  language  of  the  Act  The  Act  does  not  say  that  only  products 
“promoted”  to  affect  the  structure  or  function  of  the  body  are  dmgs  or  devices.  Rather, 
the  Act  says  that  products  “intended”  to  affect  the  structure  or  function  of  the  body  are 
dmgs  or  devices.  The  plain  meaning  of  “intend”  is  significantly  broader  than  the  meaning 
of  “promote.”  As  summarized  above,  the  plain  meaning  of  “intend”  includes  “to  have  in 
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mind”  and  “to  design”  for  a  particular  use.  The  evidence  that  is  relevant  to  determining 
the  uses  that  a  manufacturer  “has  in  mind”  or  “designs”  includes  not  just  the  promotional 
claims  of  the  manufacturer,  but  also  the  internal  statements  of  the  manufacturer,  as  well  as 
the  manufacturer’s  research  and  actions.  Moreover,  the  ordinary  meaning  of  “intend”  also 
encompasses  the  reasonably  foreseeable  consequences  of  the  manufacturer’s  actions, 
thereby  making  consideration  of  the  foreseeable  pharmacological  effects  and  uses  of  a 
product  relevant  to  its  intended  use. 

Second,  the  industry’s  position  is  contrary  to  FDA’s  regulations.  These 
regulations  provide  that  the  term  “intended  use”  refers  to  the  “objective  intent”  of  the 
manufacturer.  Under  these  regulations,  the  Agency  determines  the  intent  of  the 
manufacturer  objectively  by  evaluating  all  of  the  relevant  evidence  in  the  record  from  the 
perspective  of  a  reasonable  fact-finder.  FDA’s  regulations  expressly  direct  the  Agency  to 
consider  the  manufacturer’s  “knowledge”  of  the  use  of  the  product;  the  manufacturer’s 
“expressions”  and  “oral  or  written  statements”;  and  the  “circumstances  surrounding  the 
distribution  of  the  article.”  21  CFR  201.128, 801.4.  Thus,  the  regulations  expressly 
provide  that  the  Agency  should  consider  a  broad  range  of  evidence  in  determining 
intended  use,  not  merely  the  manufacturer’s  promotional  claims. 

Third,  the  industry’s  position  is  contrary  to  judicial  decisions  interpreting  the  Aa. 

These  decisions  have  applied  the  Act’s  definitions  of  dmg  and  device  to  two  different 
types  of  products.  The  first  type  of  product  is  one  that  contains  no  known  dmg 
ingredients  and  has  no  known  pharmacological  effects  or  uses.  In  cases  involving  such 
products,  the  courts  recognize  that  a  manufacturer’s  promotional  claims  have  a  cmcial 
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role  in  establishing  intended  use.  Even  a  product  like  mineral  water  can  be  brought  within 
FDA’s  jurisdiction  by  advertisements  that  make  pharmacological  claims.  See  Bradley  v. 
United  States,  264  F.  79  (5th  Cir.  1920). 

The  situation  is  fundamentally  different,  however,  when  the  product  contains  a 
known  dmg  ingredient  like  nicotine  that  has  known  pharmacological  effects  and  uses. 
When  a  product  is  pharmacologically  aaive,  the  courts  have  recognized  that  “a  fact  finder 
should  be  free  to  pierce ...  a  manufacturer’s  misleading . . .  labels  to  find  actual 
therapeutic  intent  on  the  basis  of  objective  evidence.”  National  Nutritional  Foods  Ass’ n 
V.  FDA,  504  F.2d  761, 789  (2d  Cir.  1974).  Thus,  contrary  to  the  industry’s'contention, 
the  courts  have  recognized  that  in  determining  intended  use,  FDA  may  consider  a  wide 
range  of  evidence  beyond  the  manufacturer’s  promotional  claims,  including  evidence  of 
the  pharmacological  effects  of  the  product,  e.g..  United  States  v.  Undetermined  Quantities 
. . .  “Pets  Smellfree,"  22  F.3d  235,  240  (10th  Cir.  1994);  the  purposes  for  which 
consiuners  actually  use  the  product,  e.g.,  ASH,  655  F.2d  at  239-240;  the  medical  use  of 
the  product,  e.g..  United  States  v.  An  Article  of  Device . . .  Toftness  Radiation  Detector, 
731  F.2d  1253, 1257  (7th  Cir.  1984);  and  how  the  product  was  formulated,  e.g., 
American  Health  Products  Co.  v.  Hayes,  574  F.  Supp.  1498, 1508  (S.D.N.Y.  1983). 

Fourth,  the  industry’s  position  is  contrary  to  FDA’s  administrative  precedent.  In  a 
broad  range  of  instances,  FDA  has  asserted  jurisdiction  over  products  based  on  the  likely 
pharmacological  effects  and  uses  of  the  product — not  express  promotional  claims. 

Indeed,  in  many  of  these  instances,  the  manufacturer’s  promotional  claims  were  designed 
to  disguise  the  actual  intended  use  of  the  product. 
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Fifth,  the  industry’s  position  is  contrary  to  the  public  health  objectives  of  the  Aa. 

If  promotional  claims  alone  determined  the  intended  use  of  a  product,  virtually  any 
manufacturer  of  drugs  or  devices  could  avoid  the  Aa’s  reach  by  simply  refraining  from 
making  pharmacological  claims  fcH*  the  product  For  instance,  under  the  industry’s 
interpretation,  a  ctHnpany  could  maiioet  a  potent  tranquilizer  or  amphetamine  for  its 
’"pleasurable**  effea  and  escape  FDA  regulation.  To  protect  the  public  from  the 
unregulated  distribution  of  products  with  pharmacologically  active  ingredients,  the  Agency 
must  be  able  to  look  beyond  a  manufacturer’s  promotional  claims  when  determining 
wh^her  to  regulate  such  products. 

For  these  reasons,  the  Agency  rejects  the  tobacco  industry’s  legal  theory  diat 
intended  use  is  d^amined  exclusively  (xi  the  basis  of  promotional  claims.  Hie  Agency 
also  rejects  the  premise  of  the  industry’s  position — namely,  that  their  promotional  claims 
demonstrate  that  cigarettes  and  smokeless  tobacco  are  not  intended  to  affect  the  structure 
and  function  of  the  body.  To  tte  contrary,  as  internal  tobacco  company  documents 
indicate,  promises  of  “satisfaction”  in  tobacco  advertisements  imply  that  cigarettes  and 
smokeless  tobacco  will  provide  consumers  with  desired  pharmacological  effects  of 
nicotine.  These  implied  drug  claims  lend  support  to  the  Agency’s  finding  that  cigarettes 
and  smokeless  tobacco  are  intended  to  affect  the  structure  and  function  of  the  body. 

F.  Response  to  Additional  Comments 

This  seaion  responds  to  additional  comments  regarding  the  evidence  of  the 
intended  use  of  cigarettes  and  smokeless  tobacco  and  the  Agency’s  use  of  this  evidence. 
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G.  Considered  Cutnulatively,  the  Evidence  Overwhelmingly  Demonstrates 
that  Cigarettes  and  Smokeless  Tobacco  Are  Intended  to  Affect  the 
Structure  and  Function  of  the  Body 

As  summarized  above,  the  evidence  in  the  record  provides  several  independent 
bases  for  the  Agency’s  finding  that  cigarettes  and  smokeless  tobacco  are  “intended”  to 
affect  the  structure  and  function  of  the  body.  Independently,  each  of  these  distinct 
categories  of  evidence  is  a  strong  and  sufficient  basis  for  the  Agency’ s  conclusion  that  the 
manufacturere  of  cigarettes  and  smokeless  tobacco  intend  the  pharmacological  effects  and 
uses  of  their  products.  Considered  together,  they  are  mutually  corroborating.  Both 
independently  and  taken  as  a  whole,  therefore,  the  evidence  in  the  administrative  record 
overwhelmingly  establishes  that  cigarettes  and  smokeless  tobacco  are  “intended  to  affect 
the  structure  or  any  function  of  the  body”  within  the  meaning  of  the  Act. 

III.  Cigarettes  and  Smokeless  Tobacco  Are  Combination  Products  Consisting  of 

“Drug”  and  “Device”  Components 

The  Agency’s  findings  in  sections  I  and  n  establish  that  the  nicotine  in  cigarettes 
and  smokeless  tobacco  is  a  “drug”  under  section  201(g)(1)(C)  of  the  Aa.  These  findings 
show  that  the  nicotine  in  cigarettes  and  smokeless  tobacco  “affect[s]  the  structure  or  any 
function  of  the  body”  and  that  these  effects  are  “intended.”  These  fmdings  thus 
demonstrate  that  the  nicotine  in  cigarettes  and  smokeless  tobacco  meets  the  statutory 
definition  of  a  “drug.” 

Cigarettes  and  smokeless  tobacco  are  not  simply  packaged  nicotine,  however. 

They  also  include  delivery  devices  that  deliver  nicotine  to  the  body.  Section  201(hX3),  21 
U.S.C.  321(hX3).  In  the  case  of  cigarettes,  the  device  components  work  together  upon 
combustion  outside  the  body  to  form  a  nicotine-containing  aerosol,  which  then  delivers 
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nicotine  to  the  body  when  inhaled  by  the  smoker.  In  the  case  of  smokeless  tobacco,  the 
device  components  function  by  presenting  nicotine  to  the  consumer  in  a  form  that  is 
palatable  and  absorbable  by  the  buccal  mucosa.  Unlike  the  drug  nicotine,  these  device 
components  achieve  their  primary  intended  puipose  without  chemical  action  in  or  on  the 
body  and  without  being  metabolized. 

The  presence  of  both  dmg  and  device  components  in  cigarettes  and  smokeless 
tobacco  make  these  products  “combination  products”  under  sectimi  503(g)  the  Act,  21 
U.S.C.  353(gXl). 

N.  FDA ’s  Assertion  of  Jurisdiction  Over  Cigarettes  and  Smokeless  Tobacco  at  This 

Time  Is  Justified 

FDA  has  always  exercised  jurisdiction  over  tobacco  products  when  there  is 
sufficient  evidence  in  the  record  to  establish  that  these  products  are  “intended”  to  treat  or 
prevent  disease  or  to  affect  the  structure  or  function  of  the  body.  Over  thirty  years  ago, 
for  instance,  the  Agency  asserted  jurisdiction  over  a  brand  of  cigarettes  when  the  evidence 
established  that  the  brand  was  intended  to  reduce  body  weight.  United  States  v.  354  Bulk 
Cartons . . .  Trim  Reducing-Aid  Cigarettes^  178  F.  Supp.  847  (D.N.J.  1959). 

The  Agency  last  considered  whether  to  regulate  cigarettes  in  the  late  1970’s,  when 
the  Agency  rejected  petitions  by  Action  on  Smoking  and  He.alth  (ASH)  urging  the  Agency 
to  regulate  cigarettes  as  drugs  or  devices.  The  Agency  agreed  with  ASH  that  “objective 
evidence  other  than  manufeaurers’  claims  can  be  material  to  a  determination  of  intended 

i  I 

use”  and  that  “evidence  of  consumer  use  can  be  one  element  of  objective  evidence  to  be 
weighed  in  determining  if  the  intended  purpose  of  a  product  subjects  it  to  regulation  under 
the  Aa.”  However,  the  Agency  concluded  that  the  evidence  presented  by  ASH  in  the 
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petition  was  insufficient  to  establish  that  cigarettes  and  smokeless  tobacco  were  in  fact 
intended  to  affect  the  structure  and  function  of  the  body.  The  court  deferred  to  the 
Agency’.s  determination  not  to  regulate  cigarettes  as  drugs  but  expressly  left  open  the 
possibility  that  FDA  might,  at  a  later  date,  revisit  its  decision  and  determine  that  it  did 
indeed  have  jurisdiction  over  cigarettes.  ASH  v.  Harris^  655  F.2d  236  (D.C.  Cir.  1980). 

The  evidence  regarding  the  intended  use  of  cigarettes  and  smokeless  tobacco  has 
changed  dramatically  since  ASH.  First,  a  scientific  consensus  has  emerged  sin^e  1980  that 
nicotine  is  addictive  and  has  other  significant  pharmacological  effects  and  that  cigarettes 
and  smokeless  tobacco  are  used  by  consumers  to  obtain  pharmacological  effects.  As 
summarized  above,  no  major  public  health  organization  had  determined  that  nicotine  was 
an  addictive  drug  before  1980.  Between  1980  and  1994,  however,  every  leading  scientific 
organization  with  expertise  in  addiction  concluded  that  nicotine  is  addictive.  This  new 
evidence  thus  shows  that  the  pharmacological  effects  and  uses  of  cigarettes  and  smokeless 
tobacco  have  become  foreseeable. 

Second,  scientific  evidence  accumulated  since  1980  has  shown  that  the  vast 
majority  of  people  who  use  cigarettes  and  smokeless  tobacco  use  these  products  to  satisfy 
addiction  or  to  obtain  other  pharmacological  effects.  As  summarized  above,  this  new 
evidence  now  shows  that  77%  to  92%  of  smokers  are  addicted  to  nicotine  and  provides  a 
basis  for  estimating  that  75%  of  young  regular  smokeless  tobacco  users  are  addicted  to 
nicotine.  This  new  evidence  establishes  that  consumers  use  cigarettes  and  smokeless 
tobacco  predominantly  for  pharmacological  purposes. 
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Third,  FDA,  congressional,  and  other  investigations  have  recently  uncovered  a 
wealth  of  documents  from  a  wide  range  of  tobacco  companies  that  show  that  the 
manufaaurers  have  long  known  of  the  pharmacological  effects  and  uses  of  nicotine  and 
have  designed  their  products  to  provide  pharmacologically  active  doses  of  nicotine  to 
consumers.  Virtually  none  of  this  information  was  available  to  FDA  in  1980. 

Information  developed  since  1980  also  demonstrates  that  the  Agency  has  a  unique 
public  health  opportunity  to  reduce  substantially  the  more  than  400,000  deaths  from 
tobacco  use  each  year  in  the  United  States.  This  information  shows  that  for  most  people 
tobacco  use  and  nicotine  addiction  begin  in  childhood  and  adolescence,  and  that  an 
increasing  number  of  American  children  and  adolescents  are  using  cigarettes  and 
smokeless  tobacco.  The  data  now  suggest  that  if  children  and  adolescents  can  be 
prevented  from  initiating  tobacco  use  during  their  teenage  years,  they  are  unlikely  to  begin 
tobacco  use  later  in  life,  thereby  preventing  the  onset  of  tobacco-related  disease  and 
premature  death. 

Before  the  importance  of  youth-centered  interventions  was  identified,  most  of  the 
regulatory  approaches  available  under  the  Federal  Food,  Drug,  and  Cosmetic  Act  to 
address  tobacco-related  disease  and  death,  such  as  removal  of  the  products  from  the 
market,  were  not  believed  to  be  feasible  solutions.  It  is  now  apparent,  however,  that 
FDA’s  authority  to  restrict  the  sale,  distribution,  and  use  of  cigarettes  and  smokeless 
tobacco  to  people  under  the  age  of  eighteen  is  an  effective  tool  to  reduce  the  adverse 
health  consequences  of  tobacco  use.  Thus,  asserting  jurisdiction  over  cigarettes  and 
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smokeless  tobacco  now  presents  an  opportunity  to  use  the  Agency’s  resources  effectively 
for  substantial  public  health  gains. 

The  court  in  ASH  specifically  recognized  that  FDA  was  permitted  to  modify  its 
position  and  that  any  new  FDA  position  would  be  accorded  deference  by  the  courts.  Id. 
at  242  n.lO.  In  light  of  the  substantial  new  information,  FDA  has  reviewed  its  earlier 
determination  not  to  assert  jurisdiction  over  tobacco  products.  The  new  evidence 
persuades  the  Agency  to  conclude  that  its  previous  position  is  no  longer  consistent  with 
the  relevant  facts  and  should  be  changed.  The  evidence  before  the  Agency  is  now 
sufficient  to  establish  that  cigarettes  and  smokeless  tobacco  are  in  fact  intended  to  affect 
the  structure  and  function  of  the  body. 

V.  Congress  Has  Not  Precluded  or  Preempted  FDA  from  Regulating  Cigarettes  and 

Smokeless  Tobacco 

FDA  disagrees  with  the  comments  of  the  tobacco  industry  that  assert  that 
Congress  has  precluded  or  preempted  FDA  from  regulating  cigarettes  and  smokeless 
tobacco.  The  plain  language  of  the  Act  does  not  exclude  cigarettes  or  smokeless  tobacco 
from  FDA  jurisdiction.  Tobacco  products  are  expressly  excluded  from  the  jurisdiction  of 
the  Consumer  Product  Safety  Commission  under  the  Federal  Hazardous  Substances  Act 
and  from  the  jurisdiction  of  the  Environmental  Protection  Agency  under  the  Toxic 
Substances  Control  Act  The  absence  of  any  similar  exclusion  in  the  Federal  Food,  Dmg, 
and  Cosmetic  Act  demonstrates  that  Congress  has  not  chosen  to  exclude  cigarettes  and 
smokeless  tobacco  from  FDA  jurisdiction. 

The  legislative  history  of  the  Act  confirms  that  the  Act  should  not  be  interpreted  to 
preclude  FDA  jurisdiction  over  tobacco  products.  Congress  has  long  known  that  FDA 
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will  assert  jurisdiction  over  cigarettes  when  the  evidence  establishes  that  the  cigarettes  are 
intended  to  affect  the  structure  or  function  of  the  body.  For  instance,  FDA  asserted 
jurisdiction  more  than  30  years  ago  over  cigarettes  that  were  intended  to  reduce  weight. 
This  demonstrates  that  Congress  has  not  “ratified”  or  “acquiesced  in”  an  interpretation  of 
the  Act  that  would  preclude  FDA  from  regulating  tobacco  products  intended  to  affect  the 
structure  or  function  of  the  body. 

Moreover,  even  if  Congress  had  acquiesced  in  such  an  interpretation  of  the  Act, 
congressional  acquiescence  in  a  prior  agency  interpretation  does  not  prevent  an  agency 
from  changing  its  interpretation.  Motor  Vehicle  Mfrs.  Ass*n  v.  State  Farm  Mut.  Auto  Ins. 
Co.y  463  U.S.  29, 45  (1983).  In  the  case  of  cigarettes  and  smokeless  tobacco,  a  change  in 
interpretation  would  be  justified  by  the  new  evidence  in  the  record — evidence  never 
previously  before  either  the  Agency  or  Congress. 

The  Agency  also  disagrees  that  other  federal  statutes  preempt  FDA  jurisdiction 
over  cigarettes  and  smokeless  tobacco.  Both  the  Federal  Cigarette  Labeling  and 
Advertising  Act  and  the  Comprehensive  Smokeless  Tobacco  Health  Education  Act  have 
provisions  that  expressly  specify  the  limited  extent  to  which  these  laws  preempt  FDA  and 
other  federal  agencies  from  regulating  cigarettes  or  smokeless  tobacco.  In  the  Federal 
Cigarette  Labeling  and  Advertising  Act,  for  instance,  federal  agencies  are  preempted  only 
from  requiring  “statement[s]  relating  to  smoking  and  health  ...  on  any  cigarette  package.” 
15  U.S.C.  1334(a).  The  narrow  preemption  provisions  that  Congress  expressly  included 
in  these  statutes  do  not  apply  to  FDA’s  assCTtion  of  jurisdiction  over  cigarettes  and 
smokeless  tobacco. 
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No  Other  federal  statutes  contain  provisions  preempting  FDA  regulation  of 

tobacco  products.  In  the  absence  of  an  express  preemption  provision,  one  federal  statute 

preempts  another  federal  statute  only  where  there  is  an  irreconcilable  conflict  between  the 

two  laws.  Connecticut  Nat' I  Bank  v.  Germain,  503  U.S.  249, 253  (1992).  There  is  no 

irreconcilable  conflict  between  FDA  jurisdiction  and  other  federal  statutes. 

VJ.  FDA  Employed  Procedures  That  Provided  an  Opportunity  for  Full  Public 
Participation  and  Exceeded  All  Legal  Requirements 

FDA  went  to  great  lengths  to  involve  the  public  in  the  process  by  which  the 

Agency  made  its  final  jurisdictional  determination.  The  Commissioner  made  public  his 

intention  to  investigate  the  role  of  nicotine  in  tobacco  products,  testified  twice  before 

Congress  on  the  Agency’s  findings,  wrote  to  all  the  major  cigarette  and  tobacco 

companies  requesting  information  on  the  role  of  nicotine  in  their  products,  and  held  a 

public  advisory  committee  meeting  on  the  abuse  potential  of  nicotine.  Although  the 

Agency  is  not  required  to  undertake  rulemaking  to  establish  jurisdiction  over  new 

products,  the  Agency  published  in  the  Federal  Register  its  initial  jurisdictional  findings  and 

comprehensive  legal  analysis  in  a  325-page  document,  supported  by  over  600  footnotes, 

and  sought  public  comment  on  those  findings.  The  Agency  placed  over  210,000  pages  of 

I 

supporting  documents  in  a  public  docket.  FDA  received  over^00,000  comments  on  the 
Jurisdictional  Analysis  and  the  accompanying  proposed  rule.  The  Agency  has  responded 
to  substantive  comments  in  this  Annex  and  in  the  preamble  to  the  Final  Rule. 

FDA  disagrees  with  the  comments  of  the  tobacco  industry  that  the  record 
supporting  the  Jurisdictional  Analysis  or  the  procedures  the  Agency  followed  were 
inadequate.  The  procedures  the  Agency  employed  in  reaching  its  final  determination 
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exceeded  the  requirements  of  the  Administrative  Procedures  Act  (APA)  and  the  Agency’s 
own  procedural  requirements. 
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INTRODUCTION 

On  August  1 1, 1995,  the  Food  and  Drug  Administration  (hereinafter  FDA  or  the 
Agency)  announced  the  results  of  its  extensive  investigation  and  comprehensive  legal 
analysis  regarding  the  Agency’s  jurisdiction  over  cigarettes  and  smokeless  tobacco  in  a 
document  entitled,  “Nicotine  in  Cigarettes  and  Smokeless  Tobacco  Products  Is  a  Dmg 
and  These  Products  Are  Nicotine  Delivery  Devices  Under  the  Federal  Food,  Drug,  and 
Cosmetic  Act”  (hereinafter  referred  to  as  the  “Jurisdictional  Analysis”).  60  FR  41453- 
41787  (Aug.  1 1, 1995).  The  Agency  reported  that  its  investigation  and  analysis  supported 
a  finding  at  that  time  that  nicptine  in  cigarettes  and  smokeless  tobacco  is  a  drug  and  that 
these  products  are  drug  delivery  devices  within  the  meaning  of  the  Federal  Food,  Dmg, 
and  Cosmetic  Act  (hereinafter  the  Act).  Because  of  the  unique  importance  of  the 
jurisdictional  issue,  the  Agency  invited  comment  on  this  finding. 

The  public  comment  period  closed  on  January  2, 19%.  60  FR  53620  (Oa.  16, 

1995).  On  March  20, 19%,  the  Agency  published  in  the  Federal  Register  notice  of  an 
additional  30  day  comment  period,  until  April  19, 19%,  limited  to  specific  documents  the 
Agency  added  to  the  docket  in  support  of  the  Agency’s  analysis  of  jurisdiction.  61  FR 
1 1419  (Mar.  20, 19%).  The  Agency  received  over  700,000  comments  on  its 
Jurisdictional  Analysis  and  its  Proposed  Rule  restricting  the  sale  and  distribution  of 
cigarettes  and  smokeless  tobacco  to  protect  children  and  adolescents.  The  Agency  has 
carefully  considered  these  comments. 

This  final  jurisdictional  determination  responds  to  the  public  comments  and  reports 
the  Agency’s  conclusion  that  the  nicotine  in  cigarettes  and  smokeless  tobacco  is  a  dmg 
and  that  cigarettes  and  smokeless  tobacco  are  dmg  delivery  devices  whose  purpose  is  to 
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deliver  nicotine  to  the  body  in  a  manner  in  which  it  can  be  readily  absorbed.  These 
products,  therefore,  are  subject  to  FDA  regulation  under  the  Act. 

The  legal  question  of  whether  cigarettes  and  smokeless  tobacco  are  drugs  and 
devices  subjea  to  FDA  regulation  is  one  that  “FDA  has  jurisdiction  to  decide  with 
administrative  finality.”  Weinberger  v.  Bentex  Phannaceuticals,  Inc.,  412  U.S.  645, 653 
(1973).  The  Aa  defines  a  “drug”  as  (1)  an  article  “intended  for  use  in  the  diagnosis,  cure, 
mitigation,  treatment,  or  prevention  of  disease  in  man  or  other  animals,”  or  (2)  an  article 
(other  than  food)  '"intended  to  c^ect  the  structure  or  any  function  of  the  body  of  man  or 
other  animals.^'  Section  201(gXlXB)  and  (C),  21  U.S.C.  321(gXlXB)  and  (C)  (emphasis 
added).  The  Aa’s  device  definition  parallels  the  drug  definition  and  provides  that  an 
instrument,  apparatus,  or  other  similar  article  is  a  “device”  if  it  is  (1)  “intended  for  use  in 
the  diagnosis,  cure,  mitigation,  treatment,  or  prevention  of  disease  in  man  or  other 
animals,”  or  (2)  ""intended  to  affect  the  structure  or  any  function  of  the  body  ofinan  or 
other anitnals''  Section  201(hX2) and (3),  21  U.S.C.  321(hX2) and  (3) (emphasis 
added).  These  definitions  are  intended  to  be  broad  in  scope  and  to  encompass  products 
that  are  not  within  the  ordinary  medical  definitions  of  drugs  and  devices.  See  United 
States  V.  An  Article  of  Drug . . .  Bacto-Urddisk,  394  U.S.  784, 793  (1969)  (“we  think  it 
plain  that  Congress  intended  to  define  ‘drug’  far  more  broadly  than  does  the  medical 
profession”). 

In  applying  these  legal  standards  to  cigarettes  and  smokeless  tobacco,  the  Agency 
has  focused  on  the  second  prong  of  the  definition  of  drug  and  device:  whether  cigarettes 
and  smokeless  tobacco  are  “intended  to  affect  the  structure  or  any  function  of  the  body.” 
Historically,  the  Agency  has  regulated  tobacco  products  whenever  the  evidence  before  the 
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Agency  was  sufficient  to  establish  that  the  products  were  intended  to  affect  the  structure 
or  funaion  of  the  body.  FDA  last  considered  whether  cigarettes  were  drugs  or  devices  in 
the  late  1970’s,  determining  that  the  limited  evidence  then  before  the  Agency  was 
insufficient  to  demonstrate  that  these  products  were  intended  to  affect  the  structure  or 
function  of  the  body.  See  Action  on  Smoking  and  Health  v.  Harris,  655  F.2d  236  (D.C. 
Cir.  1980).  Since  that  time,  substantial  new  evidence  has  become  available  to  FDA.  This 
evidence  includes  the  emergence  of  a  scientific  consensus  that  cigarettes  and  smokeless 
tobacco  cause  addiction  to  nicotine  and  the  disclosure  of  thousands  of  pages  of  internal 
tobacco  company  documents  detailing  that  the  manufaaurers  intend  to  affect  the  struaure 
and  funaion  of  the  human  body. 

The  determination  whether  a  product  is  subject  to  FDA  jurisdiction  often  requires 
the  Agency  to  make  difficult  faaual  judgments,  including  judgments  regarding  the 
intended  use  of  the  product.  The  Agency  must  have  enough  evidence  to  show  that  these 
factual  judgments  are  rational  and  not  “arbitrary,  capricious,  an  abuse  of  discretion,  or 
otherwise  not  in  accordance  with  law.”  5  U.S.C.  706(2XA);  see  National  Nutritional 
Foods  Ass’n  v.  Weinberger,  512  F.2d  688,  700-701  (2d  Cir.  1975),  cert,  denied,  423  U.S. 
827  ( 1975).  The  Agency  must  provide  some  evidentiary  support  for  its  faaual  judgments, 
and  there  must  be  a  rational  connection  between  these  judgments  and  the  conclusions 
reached.  Motor  Vehicle  Mfrs.  Ass’n  of  the  United  States,  Inc.  v.  State  Farm  Mut.  Auto. 
Ins.  Co.,  463  U.S.  29,  42-43  (1983).  The  Agency  should  also  have  considered  all  the 
relevant  data  and  the  relevant  aspects  of  the  issue.  Id.;  Citizens  to  Preserve  Overton  Park, 
Inc.  V.  Volpe,  401  U.S.  402, 416  (1971).  An  agency’s  factual  judgments  made  in  the 
context  of  an  informal  agency  action  ordinarily  need  only  be  supported  by  a  record  that 
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shows  a  “rational  basis”  for  the  agency’s  decision.  Natural  Resources  Defense  Council, 
Inc.  1’.  EPA,  16  F.3d  1395, 1401  (4th  Cir.  1993),  or  by  a  record  consisting  of  “some 
evidence”  in  support  of  the  agency’s  decision.  Aman  v.  FAA,  856  F.2d  946,  950  n.3  (7th 
Cir.  1988)  (while  an  agency  determination  need  only  have  “some  evidentiary  basis  to  avoid 
being  held  ‘arbitrary  and  capricious,’  [t]he  difference  between  ‘some’  and  ‘substantial’ 

probably  cannot  be  precisely  stated  except  in  the  context  of  particular  cases - ”). 

Several  courts,  however,  have  held  that  an  agency’s  faaual  judgments  must  always  be 
supported  by  “substantial  evidence,”  even  though  that  standard  is  intended  to  be  applied 
only  to  formal  “on  the  record”  agency  actions,  see  5  U.S.C.  706(2)(E).* 

In  this  case,  the  Agency’s  evidentiary  record  exceeds  these  standards.  That  is, 
FDA  has  concluded  that  the  evidence  now  before  the  Agency  supports  a  finding  of 
jurisdiction  over  these  products.  In  assessing  the  new  evidence,  FDA  has  used  a  two-step 
approach,  evaluating  first  whether  the  nicotine  in  these  products  “affects  the  structure  or 


’  See,  e.g.,  Ass'n  of  Data  Processing  Service  Organizations.  Inc.  v.  Board  of  Governors,  745  F.2d  677, 
683-684  (D.C.  Cir.  1984)  (Scalia,  J)  ("When  the  arbitrary  or  capricious  standard  is  performing  that 
function  of  assuring  factual  support,  there  is  no  substantive  difference  between  what  it  requires  and  what 
would  be  required  by  the  substantial  evidence  test,  since  it  is  impossible  to  conceive  of  a  ‘nonarbitrary’ 

factual  judgment  supponed  only  by  evidence  that  is  not  substantial  in  the  APA  sense _ ”).  Contra 

Corrosion  Proof  Fittings  v.  EPA,  947  F.2d  1201,  1213-1214  and  n.l7  (5th  Cir.  1991)  (declining  to  find 
that  the  substantial  evidence  standard  and  the  arbitrary  and  capricious  standard  “are  in  fact  one  and  the 
same”);  Am.  Paper  Inst.  v.  Am.  Elec.  Power  Serv.  Corp.,  461  U.S.  402, 412  n.7  (1983)  (in  the  absence  of 
a  specific  command  in  the  statute  to  employ  a  particular  standard  of  review,  the  Court  of  Appeals  should 
have  applied  the  more  lenient  arbiU'ary  and  capricious  standard  in  evaluating  the  factual  basis  supporting 
an  agency's  informal  rulemaking). 

The  difference  in  the  case  law,  however,  is  of  no  consequence  here  because  FDA's  evidentiary  record 
exceeds  the  “substantial  evidence”  standard — the  more  smngent  of  the  two  standards.  Substantial 
evidence  is  “such  relevant  evidence  as  a  reasonable  mind  might  accept  as  adequate  to  support  a 
conclusion,”  Consolo  Federal  Maritime  Commission,  383  U.S.  607,  619-620  (1966)  (quoting 
Consolidated  Edison  Co.  v.  NLRB,  305  U.S.  197,  229  (1938)),  even  if  two  inconsistent  conclusions  might 
be  inferred  from  the  same  evidence.  See  Consolo,  383  U.S.  at  620;  NLRB  v.  Nevada  Consolidated 
Copper  Corp.,  316  U.S.  105.  106  (1942).  Under  the  substantial  evidence  standard,  an  agency's  factual 
determinatioas  ^re  conclusive  even  if  supported  by  ‘'something  less  than  the  weight  of  the  evidence  . . .  .” 
Consolo,  383  U.S.  at  620  (emphasis  added) 
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any  function  of  the  body”  and  second  whether  these  effeas  are  “intended.”  FDA  has 
determined  that  the  evidence  overwhelmingly  demonstrates  that  (1)  nicotine  in  cigarettes 
and  smokeless  tobacco  has  significant  effects  on  the  struaure  and  function  of  the  body 
and  (2)  these  effects  are  intended  by  the  manufacturers  of  these  products. 

The  Agency’s  determination  that  nicotine  in  cigarettes  and  smokeless  tobacco 
“affea[s]  the  structure  or  any  function  of  the  body”  is  based  on  three  central  findings: 

1 .  Nicotine  in  cigarettes  and  smokeless  tobacco  causes  and 
sustains  addiction. 

2.  Nicotine  in  cigarettes  and  smokeless  tobacco  causes  other 
psychoactive  (mood-altering)  effects,  including 
tranquilization  and  stimulation. 

3.  Nicotine  in  cigarettes  and  smokeless  tobacco  controls 
weight. 

These  findings  demonstrate  th^t  nicotine  in  cigarettes  and  smokeless  tobacco  has 
the  same  pharmacological  effects  as  other  drugs  that  FDA  has  traditionally  regulated, 
including  tranquilizers,  stimulants,  appetite  suppressants,  and  products  used  in  the 
maintenance  of  addiction  such  as  methadone.  Thus,  the  effects  of  nicotine  in  cigarettes 
and  smokeless  tobacco  on  the  structure  and  function  of  the  body  are  within  FDA’s 
jurisdiction. 

FDA’s  determination  that  the  manufacturers  of  cigarettes  and  smokeless  tobacco 
“intend”  the  effects  of  nicotine  on  the  structure  and  function  of  the  body  is  based  on  five 
central  findings: 

1 .  The  addictive  and  other  pharmacological  effects  of  nicotine 
are  so  widely  known  and  accepted  that  it  is  foreseeable  to  a 
reasonable  manufacturer  that  cigarettes  and  smokeless 
tobacco  will  cause  addiction  to  nicotine  and  other 
significant  pharmacological  effeas  and  will  be  used  by 
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consumers  for  pharmacological  purposes,  including 
sustaining  their  addiction  to  nicotine. 

2.  Consumers  use  cigarettes  and  smokeless  tobacco 
predominantly  for  pharmacological  purposes,  including 
sustaining  their  addiction  to  nicotine,  mood  alteration,  and 
weight  loss. 

3.  Manufacturers  of  cigarettes  and  smokeless  tobacco  know 
that  nicotine  in  their  products  causes  pharmacological 
effeas  in  consumers,  including  addiction  to  nicotine  and 
mood  alteration,  and  that  consumers  use  their  products 
primarily  to  obtain  the  pharmacological  effects  of  nicotine. 

4.  Manufacturers  of  cigarettes  and  smokeless  tobacco  design 
their  products  to  provide  consumers  with  a 
pharmacologically  active  dose  of  nicotine. 

5.  An  inevitable  consequence  of  the  design  of  cigarettes  and 
smokeless  tobacco  to  provide  pharmacologically  active 
doses  of  nicotine  is  to  keep  consumers  using  cigarettes  and 
smokeless  tobacco  by  sustaining  their  addiaion  to  nicotine. 

Each  of  these  findings  provides  an  independent  basis  for  establishing  that  the 

manufacturers  of  cigarettes  and  smokeless  tobacco  “intend”  to  affect  the  structure  and 

funaion  of  the  body.  Taken  together,  the  cumulative  weight  of  the  evidence  convincingly 

supports  the  determination  that  the  effects  of  nicotine  on  the  structure  and  function  of  the 

body  are  “intended”  by  the  manufaaurers. 

FDA’s  assertion  of  jurisdiction  over  cigarettes  and  smokeless  tobacco  is  consistent 
with  the  Agency’s  assertion  of  jurisdiction  over  other  similar  products.  FDA  regulates  a 
diverse  range  of  products  under  the  Act.  These  products — foods,  drugs,  devices, 
cosmetics,  and  radiation-emitting  electronic  products — all  “affect  the  health  and  well¬ 
being  of  the  public.”  United  States  v.  Park,  421  U.S.  658,  672  (1975).  The  common 
feature  that  distinguishes  these  products  is  their  intimate  and  potentially  harmful  contact 
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with  the  human  body.  See  id.  at  668.  FDA-regulated  products  include  those  that  are 
intended  to  be  ingested,  inhaled,  applied  to  the  skin,  implanted,  or  otherwise  used  in  close 
contact  with  the  body.  Cigarettes,  which  deliver  a  pharmacologically  active  dose  of 
nicotine  to  the  body  through  inhalation,  and  smokeless  tobacco,  which  delivers  a 
pharmacologically  active  dose  of  nicotine  through  buccal  absorption,  share  this 
distinguishing  feature  and  thus  are  properly  subject  to  FDA  jurisdiction. 

The  determinations  that  (1)  the  nicotine  in  cigarettes  and  smokeless  tobacco 
“affects  the  structure  or  any  funaion  of  the  body”  and  (2)  these  effects  are  “intended”  by 
the  manufacturers  satisfy  the  legal  requirements  under  the  Act  for  FDA  jurisdiction.  FDA 
has  also  determined  that  cigarettes  and  smokeless  tobacco  contain  both  a  “drug”  and  a 
“device”  and  are  thus  combination  products  within  the  meaning  of  the  Aa.  Accordingly, 
the  Agency  has  concluded  that  the  nicotine  in  cigarettes  and  smokeless  tobacco  is  a  drug 
and  that  cigarettes  and  smokeless  tobacco  are  drug  delivery  devices  under  the  Federal 
Food,  Drug,  and  Cosmetic  Act. 
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I. 

I.  CIGARETTES  AND  SMOKELESS  TOBACCO  “AFFECT  THE 

STRUCTURE  OR  ANY  FUNCTION  OF  THE  BODY”  WITHIN  THE 
MEANING  OF  THE  ACT 

In  the  Jurisdictional  Analysis,  FDA  found,  based  on  the  evidence  available  to  it  at 
the  time,  that  nicotine  in  cigarettes  and  smokeless  tobacco  is  “highly  addictive,  causes 
other  psychoactive  effects,  such  as  relaxation  and  stimulation,  and  affects  weight 
regulation.”  See  Jurisdiaional  Analysis,  60  FR  41464  (Aug.  1 1, 1995).  The  Agency 
found  that  the  nicotine  in  these  products  “has  pharmacological  effects  on  both  the 
structure  and  function  of  the  central  nervous  system,  particularly  the  brain,”  and  that 
“(a]ddiction  is  a  direct  result  of  nicotine’s  effects  on  the  structure  and  function  of  the 
body.”  Id.  at  41470.  Based  on  these  findings  of  pharmacological  effects,  the  Agency 
found  that  cigarettes  and  smokeless  tobacco  “affect  the  structure  or  any  function  of  the 
body.”  /d. (emphasis added). 

As  described  more  fully  below,  the  Agency  received  comments  that  agreed  and 
disagreed  with  the  Agency’s  position.^  After  considering  the  evidence  in  the 
administrative  record,^  including  the  public  comments,  the  Agency  finds  that  cigarettes  and 


^  The  Agency  received  a  consolidated  comment  of  the  cigarette  industry  (Brown  &  Williamson  Tobacco 
Corp.,  Liggett  Group  Inc.,  Lorillard  Tobacco  Co.,  Hiilip  Morris  Inc.,  R.J.  Reynolds  Tobacco  Co.,  Tobacco 
Institute  Inc.)  (Jan.  2,  1996)  (hereinafter  Joint  Comments  of  the  Cigarette  Manufacturers).  See  AR  (Vol. 
535  Ref.  %).  The  Agency  also  received  a  consolidated  comment  of  the  smokeless  tobacco  industry 
(Smokeless  Tobacco  Council.  Inc.,  Brown  &  Williamson  Tobacco  Corp.,  Conwood  Co.,  L.P.,  National 
Tobacco  Co.,  L.P.,  the  Pinkerton  Tobacco  C!o.,  R.C.  Owen  Ck).,  Swisher  International,  Inc.,  United  States 
Tobacco  Co.)  (Jan.  2, 1996)  (hereinafter  Joint  Comments  of  the  Smokeless  Tobacco  Manufacturers).  See 
AR  (Vol.  526  Ref.  95). 

^  In  the  footnotes  of  this  document,  cites  to  the  administrative  record  (AR)  specify  both  the  number  of  the 
reference  and  the  volume  of  the  AR  in  which  the  reference  is  found.  The  reference  may  contain  the  full 
document  or  a  partial  document  Where  the  reference  contains  a  partial  document  the  full  document  may 
be  found  elsewhere  in  the  AR.  In  a  small  number  of  cases,  a  reference  will  occupy  several  volumes  of  the 
AR,  for  example,  the  Joint  Comments  of  the  Cigarette  Manufacturers.  In  these  cases,  the  cite  will  specify 
the  volume  of  the  AR  in  which  the  reference  begins. 
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smokeless  tobacco  do  indeed  “affect  the  structure  or  any  function  of  the  body”  within  the 
meaning  of  sections  201(gXlXC)  and  201(hX3)  of  the  Act,  21  U.S.C  321(gXlXC), 

321(hX3). 

To  interpret  the  Federal  Food,  Drug,  and  Cosmetic  Act  in  a  manner  that  excludes 
the  effects  of  these  products  from  the  scope  of  the  structure-function  prong  of  the  dmg 
and  device  definitions  would  be  inconsistent  with  the  plain  meaning  of  the  Act,  its 
legislative  history,  case  law  interpreting  the  structure-function  prong,  and  the  Agency’s 
past  applications  of  that  provision.  The  Agency’s  conclusions  are  summarized  in  section 
LA.,  followed  by  a  detailed  discussion  of  the  comments  and  the  Agency’s  responses  to 
them  in  section  LB. 

A.  THE  PHARMACOLOGICAL  EFFECTS  OF  THE  NICOTINE  IN 
CIGARETTES  AND  SMOKELESS  TOBACCO'  ON  THE  BODY 
ARE  SIGNIFICANT 

Cigarettes  and  smokeless  tobacco  contain  nicotine,  an  addictive  and 
pharmacologically  aaive  dmg.  See  section  II.A.,  below.  Nicotine  is  the  active  ingredient 
in  several  products  regulated  as  dmgs  by  the  Agency,  including  nicotine  transdermal 
patches,  nicotine  chewing  gums,  nicotine  nasal  spray,  and  Favor,  a  hollow  paper  tube  with 
nicotine  impregnated  in  the  mouthpiece.  See  Jurisdictional  Analysis,  60  FR  41482, 41549- 
41550.  The  effects  of  the  nicotine  in  cigarettes  and  smokeless  tobacco  greatly  exceed 
those  exerted  by  the  nicotine-containing  products  already  regulated  by  the  Agency.^ 

Nicotine  in  cigarettes  and  smokeless  tobacco  produces  significant  pharmacological 
effects  on  the  human  body.  First,  nicotine  causes  and  sustains  addiction.  The  processes 

*  Nicotine-use  cessation  products  are  discussed  in  section  n.  A5.,  below. 
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that  lead  to  addiction  to  nicotine  in  cigarettes  and  smokeless  tobacco  are  similar  to  those 
that  lead  to  addiction  to  products  such  as  morphine  and  opium.  See  section  II.A.2., 
below.  Like  other  addictive  substances,  nicotine  in  cigarettes  and  smokeless  tobacco 
achieves  its  addictive  effects  by  exerting  psychoactive,  or  mood-altering,  effects  on  the 
brain  and  by  producing  chemical  reactions  in  the  brain  that  motivate  repeated,  compulsive 
use  of  the  substance.  See  section  n.A.3.,  below.  These  pharmacological  effects  create 
dependence  in  the  user.  Id. 

In  addition  to  creating  and  sustaining  addiction,  cigarettes  and  smokeless  tobacco 
produce  other  significant  pharmacological  effects.  For  example,  under  some 
circumstances,  nicotine  in  cigarettes  and  smokeless  tobacco  has  a  sedating  or  tranquilizing 
effea  on  mood  and  brain  aaivity.  See  seaion  II.A.4.,  below.  Under  other  circumstances, 
nicotine  in  cigarettes  and  smokeless  tobacco  has  a  stimulant  or  arousal-increasing  effect  on 
the  body.  Id. 

Nicotine  in  cigarettes  and  smokeless  tobacco  also  controls  body  weight.  Id. 

Clinical  and  animal  studies  indicate  that  nicotine  administration  causes  weight  loss  and  that 
cessation  of  nicotine  administration  results  in  weight  gain.  Id. 

These  effects  on  the  structure  and  function  of  the  body  are  significant  and 
quintessentially  drug-like.  They  produce  immediate  pharmacological  changes  in  the 
function  of  the  brain  (depressing  or  stimulating  arousal);  they  change  the  physical 
structure  of  the  body  (increased  growth  of  nicotine  receptors  in  the  brain,  weight  loss);, 
and  they  cause  drug  dependence  (addiction).  Id. 
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—  


The  tobacco  industry  comments  argue  that  “remote”  or  “insignificant” 
pharmacological  effects  are  not  subject  to  FDA  jurisdiction.  Although  “remote  physical 
effect[s]  upon  the  body”  may  not  be  covered  by  the  structure-function  provision,  see  E.R. 
Squibb  &  Sons,  Inc.  v.  Bowen,  870  F.2d  678, 682  (D.C.  Cir.  1989),  the  pharmacological 
effects  of  cigarettes  and  smokeless  tobacco  are  not  “remote”  or  insignificant.  Indeed,  they 
are  powerful  and  immediate  pharmacological  effects  that  are  not  qualitatively  or 
quantitatively  different  from  the  effects  of  other  drugs  subject  to  FDA  jurisdiction. 

In  fact,  the  effects  of  cigarettes  and  smokeless  tobacco — ^addiction,  sedation, 
stimulation,  and  weight  loss — ^are  precisely  the  types  of  effects  the  Agency  traditionally 
regulates.  It  is  well  established  that  the  Agency  has  the  authority  to  regulate,  and  has 
regulated,  products  that  sedate,  tranquilize,  or  reduce  anxiety  (e.g..  Valium  and  other 
benzodiazepines);  products  that  stimulate  or  restore  mental  alertness  (e.g.,  caffeine- 
containing  pills  such  as  NoDoz,  see  Stimulant  Drug  Products  for  Over-the-Counter 
Human  Use,  Final  Monograph,  53  FR  61(X)  (February  29, 1988);  21  CFR  Part  340);* 
products  that  cause  weight  loss  {see  Weight  Control  Products  for  Over-the-Counter 
Human  Use,  Certain  Active  Ingredients,  56  FR  37792  (August  8, 1991);  21  CFR 
310.545(a)(20);  see  also  United  States  v.  354  Bulk  Cartons . . .  Trim  Reducing-Aid 
Cigarettes,  178  F.  Supp.  847, 851  (D.N.J.  1959));  and  products  that  are  used  for 
maintenance  treatment  of  addiction  (e.g.,  methadone  and  other  “narcotic  drugs  [used]  in 
the  medical  treatment  of  narcotic  addiction,”  21  CFR  291.501).  The  approved  uses  of 
these  products  include  uses  to  “affect  the  structure  or  any  function  of  the  body”  under 

*  A  more  detailed  discussion  of  the  Agency’s  regulation  of  caffeine  and  caffeine-containing  products  is 
contained  in  section  I.B.,  below. 
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section  201(gXlXC)  of  the  Act  Thus,  cigarettes  and  smokeless  tobacco  have  the  same 
effects  as  products  that  are  undeniably  within  FDA’s  jurisdiction. 

Indeed;  internal  tobacco  company  documents  reveal  that  tobacco  industry 
scientists  understand  that  the  nicotine  in  tobacco  produces  pharmacological  effects  no 
different  from  those  produced  by  approved  drugs.  These  industry  scientists  viewed 
prescription  dmgs  as  competing  products.®  Over  three  decades  ago,  the  British  American 
Tobacco  Company  (B  ATCO),  the  parent  of  Brown  &  Williamson  Tobacco  Corporation, 
commissioned  a  study  to  compare  the  effects  of  nicotine  with  those  of  tranquilizers, 
“which  might  supersede  tobacco  habits  in  the  near  future.”’  The  study  concluded  that 
nicotine  was  “more  beneficial  or  less  noxious — than  the  new  tranquilizers”  because  it 
reduced  stress  and  regulated  weight.^ 

Philip  Morris  and  R.J.  Reynolds  Tobacco  Company  (RJR)  also  have  repeatedly 
compared  the  effects  of  nicotine  from  tobacco  to  the  effects  of  drugs  regulated  by  FDA. 
For  example,  Kiilip  Morris  researchers  and  officials  have  concluded  that  smokers  use 
cigarettes  as  “a  narcotic,  tranquilizer,  or  sedative”’  and  that  “[nicotine]  is  a  physiologically 
active,  nitrogen  containing  substance.  Similar  organic  chemicals  include  . . .  quinine. 


®  These  documents,  and  the  ccmclusions  the  Agency  has  drawn  from  them,  are  described  in  detail  in 
sections  II.C.  and  II.D.,  below. 

’  Haselbach  CH,  Libert  O,  Final  Report  on  Project  HIPPO  II  (Geneva:  Battelle  Memorial  Institute, 
International  Division,  Mar.  1%3),  at  1.  See  AR  (Vol.  64  Ref.  321). 

*  Id.  at  2. 

’  Udow  A  Why  People  Start  to  Smoke  (Jun.  2,  1976),  in  141  Cong.  Rec.  H7664  (daUy  ed.  Jul.  25,  1995). 
AR  (Vol.  14  Ref.  175a). 
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cocaine,  atropine  and  morphine.  While  each  of  these  substances  can  be  used  to  affect 
human  physiology,  nicotine  has  a  particularly  broad  range  of  influence. 

Similarly,  RJR  scientists  have  reported  that  smokers  who  inhale  lightly  appear  to 
use  tobacco  to  achieve  “mental  activation  and  performance  enhancement”  whereas  those 
who  inhale  more  deeply  show  brain  effects  that  “may  reflect  the  anxiolytic  properties  of 
benzodiazepines,”'  *  prescription  drugs  used  to  alleviate  anxiety.  Another  RJR  researcher 
has  stated: 

[I]n  different  situations  and  at  different  dose  levels,  nicotine  appears  to  act  as  a 
stimulant,  depressant,  tranquilizer,  psychic  energizer,  appetite  reducer,  anti¬ 
fatigue  agent,  or  energizer. . . .  Therefore,  in  addition  to  competing  with,  products 
of  the  tobacco  industry,  our  products  may,  in  a  sense,  compete  with  a  variety  of 
other  products  with  certain  types  of  drug  action.^^ 

Thus,  the  industry’s  own  documents  acknowledge  that  the  pharmacological  effects 
of  their  products  are  the  same  as  the  effects  the  Agency  has  considered  to  be  structure- 
function  effects  within  the  meaning  of  section  201(g)(lXC).  Notwithstanding  the  views  of 
their  own  scientists,  the  tobacco  industry  comments  publicly  assert  that  cigarettes  and 
smokeless  tobacco  do  not  affect  the  stmcture  or  any  function  of  the  body  within  the 
meaning  of  the  Aa  because  their  effects  are  too  “remote”  or  not  therapeutic  or  beneficial. 

The  ramifications  of  the  tobacco  industry’s  position  are  far-reaching.  If  the 
Agency  were  to  determine  that  the  pharmacological  effects  of  cigarettes  and  smokeless 

Philip  Morris  Inc.,  Draft  Report  Regarding  a  Proposal  for  a  “Safer”  Cigarette,  Code-named  Table 
(emphasis  added).  See  AR  (VoL  531  Ref.  122). 

"  Pritchard  WS,  R.J.  Reynolds  Tobacco  Co.,  Electroencephalogiaphic  effects  of  cigarette  smoking. 

Psychopharmacology  1991;  104:485,  at  488.  See  AR  (Vol.  3  Ref.  23-2). 

Teague  CE,  R.J.  Reynolds  Tobacco  C!o.,  Research  Planning  Memorandum  on  the  Nature  of  the  Tobacco 
Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14,  1972),  at  1-2  (emphasis  added).  See  AR 
(Vol.  531  Ref.  125). 
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tobacco  are  not  effects  on  the  structure  and  function  of  the  body,  or  are  not  significant 
effects,  the  Agency’s  authority  to  regulate  other  products  with  like  pharmacological 
effects — ^sedation,  stimulation,  weight  loss,  and  satisfaction  of  addiction — would  be  called 
into  question.  Under  the  industry’s  characterization  of  the  effects  of  their  products,  even 
if  the  pharmacological  effects  of  sedation,  stimulation,  weight  loss,  or  satisfaction  of 
addiction  were  expressly  promoted  or  otherwise  intended,  products  producing  the  same  , 
effects  could  not  be  regulated  under  section  201(g)(lXC)  or  201(h)(3)  because,  by  the 
industry’s  definition,  these  products ^ould  not  “affect  the  structure  or  any  function  of  the 
body.”  This  view,  if  accepted,  could  undermine  the  Agency’s  ability  to  regulate  dmgs  and 
devices  that  are  not  used  in  the  diagnosis  or  treatment  of  disease,  but  significantly  affea 
the  structure  or  any  function  of  the  body.  Further,  such  an  interpretation  would  be 
inconsistent  with  over  50  years  of  Agency  practice  since  passage  of  the  Act  in  L938. 

In  sum,  cigarettes  and  smokeless  tobacco  do  affect  the  structure  and  function  of 
the  body  within  the  meaning  of  the  Aa.  The  pharmacological  effects  of  nicotine- 
containing  tobacco  products  are  significant  and  the  same  as  the  effects  of  other  products 
traditionally  regulated  by  FDA.  Because  these  effects  are  “intended”  within  the  meaning 
of  the  Act — the  issue  discussed  in  section  IL,  below — cigarettes  and  smokeless  tobacco 
fall  within  the  jurisdiction  of  the  Agency  under  the  Act. 

B.  RESPONSE  TO  COMMENTS 

1 .  As  noted  in  section  I.  A.,  above,  tobacco  industry  comments  and  others 
argue  that  the  effects  of  nicotine  delivered  from  cigarettes  and  smokeless  tobacco  are  too 
remote  or  insignificant  to  be  subject  to  the  Act.  These  comments  minimize  nicotine’s 
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effects  and  argue  that  nicotine-containing  tobacco  products  “stimulate  the  senses”  and 
“calm[]  feelings  of  stress,”  more  like  the  effects  of  “hammocks  [and]  gardening  tools”  than 
those  of  products  within  FDA’s  jurisdiction.*^  The  industry  comments  urge  the  Agency  to 
follow  the  holding  of  FTC  v.  Liggett  &  Myers  Tobacco  Co.,  108  F.  Supp.  573  (S.D.N.Y. 
1952),  aff'd,  203  F.2d  955  (1953),  where  the  court  concluded  that  the  “soothing”  effects 
of  cigarettes  do  not  affect  the  stmcture  and  function  of  the  body. 

FDA  disagrees  with  these  comments.  As  described  earlier  in  this  seaion, 
nicotine’s  effects  on  the  structure  and  function  of  the  body  are  comparable  both  in  quality 
and  quantity  to  those  of  tranquilizers,  stimulants,  weight  control  products,  and  products 
for  long-term  maintenance  of  addiction.  These  effects  have  long  been  recognized  as 
effects  on  the  structure  or  function  of  the  body  that  are  within  FDA’s  jurisdiction.  In 
addition,  the  Act’s  legislative  history  and  case  law  interpreting  the  Act  provide  ample 
support  for  the  conclusion  that  nicotine’s  effects  are  significant  and  within  the  scope  of  the 
Act.  While  “remote  physical  effect[s]  on  the  body”  may  not  be  sufficient  to  invoke  the 
Act’s  jurisdiction,  see  Squibb,  870  F.2d  at  682,  nicotine  produces  significant 
pharmacological  and  physiological  effects  on  the  structure  and  function  of  the  body,  and 
these  effects  clearly  fall  within  sections  201(g)(lXC)  and  201(hX3). 

The  courts  have  held  that  effects  much  less  significant  than  those  of  nicotine  are 
effects  on  the  structure  or  function  of  the  body  and  are  within  PDA’s  jurisdiction. 


‘’Joint  Comments  of  the  Smokeless  Tobacco  Manufacturers,  Comment  (Jan.  2,  1996),  at  241.  See  AR' 
(Vol.  526  Ref.  95). 

Joint  Comments  of  the  Cigarette  Manufacturers,  Comment  (Jan.  2,  1996),  vol.  II,  at  65-66.  See  AR  (Vol. 
535  Ref.  96). 
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Products  whose  effects  have  been  found  sufficient  to  fall  within  the  scope  of  sections 
201(g)(lXc)  and  201  (hX3)  include  those  for  temporary  smoothing  of  wrinkles.  United 
States  V. . . .  “Une  Away,  Temporary  Wrinkle  Smoother,  ”  284  F.  Supp.  107  (D.  Dei. 

1968),  ajfd,  415  F.2d  369  (3d  Cir.  1969);  United  States  v. . . .  "Sudden  Change,  ”  409 
F.2d  734  (2d  Cir.  1969);  and  products  that  deliver  low  levels  of  oxygen  for  recreational 
use  to  enhance  athletic  performance.  United  States  v. . . .  "Sports  Oxygen,  ”  Civ.  No.  89- 
2085  (D.N.J.  Oct.  27,  1992),  reprinted  in  Federal  Food,  Drug,  and  Cosmetic  Act:  A 
Judicial  Record,  1991-92,  1 10-119.  These  effects  are  plainly  less  significant  than  the 
potent  psychoactive,  addictive,  and  weight-regulating  effects  of  nicotine. 

Weight  loss  is  one  of  the  effects  of  cigarettes  and  smokeless  tobacco.  See  section 
I1.A.4.,  below.  Courts  have  held  that  this  type  of  effea  alone  is  sufficient  to  make 
cigarettes  a  drug  when  the  product  is  “intended  to  affect  the  structure  and  functions  of  the 
human  body  by . . .  achieving  a  reduction  in  the  body’s  weight.”  United  States  v,  354 
Bulk  Cartons . . .  "Trim  Reducing-Aid  Cigarettes 178  F.  Supp.  847,  851  (D.N.J.  1959). 

Similarly,  the  legislative  history  of  section  201(gXl)(C)  also  demonstrates  that  weight 
loss  alone  is  an  effect  on  the  stmcture  and  function  of  the  body  within  the  meaning  of  the 
Act.  Indeed,  one  of  the  principal  reasons  cited  by  Congress  for  broadening  the  definition 
of  “drug”  to  include  products  that  affect  the  structure  or  function  of  the  body  was  to  bring 
weight  control  products  within  FDA’s  jurisdiction.  See  78  Cong.  Rec.  8960,  73d  Cong., 

2d  Sess.  (May  16, 1934)  (statement  of  Senator  Copeland),  reprinted  in  A  Legislative 
History  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  and  Its  Amendments  (hereinafter 
Legislative  History),  vol.  2,  at  83 1 . 
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The  Agency  disagrees  that  the  effects  of  nicotine  in  cigarettes  and  smokeless 
tobacco  are  comparable  to  those  produced  by  hammocks,  gardening  tools,  or  other  similar 
articles.  First,  such  articles  do  not  introduce  chemical  ingredients  into  the  body.  By 
contrast,  cigarettes  and  smokeless  tobacco  deliver  a  potent  chemical  ingredient,  nicotine, 
whose  significant  pharmacological  effects  on  the  human  body  are  widely  recognized  in  the 
scientific  community.  Second,  the  powerful  psychoactive  effects  produced  by  nicotine  in 
cigarettes  and  smokeless  tobacco  are  comparable  to  those  produced  by  tranquilizers, 
stimulants,  weight  management  agents,  and  drugs  used  for  long-term  maintenance  of 
addiction,  all  of  which  are  indisputably  within  FDA’s  jurisdiction.  Third,  as  described  in 
section  LA„  above,  tobacco  industry  officials  have  acknowledged  that  nicotine’s  effects 
are  comparable  to  those  of  prescription  drug  products. 

FDA  also  disagrees  that  the  1952  decision,  Liggett  &  Myers,  108  F.  Supp.  573, 
represents  a  controlling  determination  that  cigarettes  do  not  affect  the  structure  or 
function  of  the  body  within  the  Act’s  meaning.  Much  less  was  known  about  the  addictive, 
psychoactive,  and  weight-regulating  effects  of  nicotine  when  the  court  decided  Liggett  in 
1952  than  is  known  today.  The  kinds  of  effects  that  were  alleged  in  Liggett  (lack  of 
initation  to  the  respiratory  system  and  “soothing”  effects)  are  far  different  from  the 
addicting  and  other  psychoactive  and  weight-regulating  effects  now  known  to  be  caused 
by  nicotine  in  cigarettes.  See  sections  II.  A.  1.  and  IV.,  below.  Moreover,  Liggett  was 
decided  before  FDA  regulated  nicotine.  The  Agency  now  regulates  nicotine-containing 
products  such  as  nicotine  transdermal  patches  and  nicotine  nasal  spray  intended  to  treat 
nicotine  addiction.  If  nicotine  were  not  a  powerful  pharmacological  agent  with  addictive 
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properties,  nicotine  cessation  products  would  be  unnecessary.  Further,  the  Liggett 
opinion  does  not  suggest  that  the  definition  of  “drug”  would  preclude  treating  cigarettes 
as  drugs  if  new  evidence  concerning  cigarettes’  effects  became  known.  See  section  IV., 
below. 

Accordingly,  FDA  concludes  that  nicotine’s  significant  pharmacological  effects  are 
effects  on  the  structure  or  function  of  the  body  within  the  Act’ s  meaning. 

2.  Tobacco  industry  comments  contend  that  Congress  intended  to  limit  the 
drugs  and  devices  covered  by  sections  201(g)(1)(C)  and  201(h)(3)  (products  “intended  to 
affect  the  structure  or  any  function  of  the  body”)  to  products  with  “therapeutic”  or 
“medical”  uses.  One  industry  comment  further  elaborates  that  the  structure-function 
provision  was  added  to  the  Federal  Food,  Drug,  and  Cosmetic  Act  in  1938  only  as  a  result 
of  concern  that  certain  “therapeutic”  products  used  for  weight  management  purposes  had 
escaped  regulation  under  the  1906  Pure  Food  and  Drug  Act  because  obesity  and  leanness 
were  not  considered  to  be  diseases.  Consequently,  this  comment  argues,  the  structure- 
function  provision  encompasses  only  products  intended  for  “therapeutic”  or  “medical”  use 
in  “disease-treatment”  conditions.*^ 

This  industry  comment  also  makes  a  related  argument  that  effects  on  the  structure 
or  function  of  the  body  must  be  “beneficial,”  or  “drug-like,”  and  not  “destructive  or 
toxic.”  According  to  this  comment,  “FDA  views  ‘addictiveness’  as  an  undesirable 
characteristic,  not  as  a  beneficial  effect,  and  therefore  more  as  a  form  of  toxicity.”*®  This 

Joint  Comments  of  the  Smokeless  Tobacco  Manufaauiers,  Comment  (Jan.  2, 1996),  at  145-146.  See 
AR  (Vol.  526  Ref.  95). 

*®/4.  atl51. 


18 


I 

Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  44675 

LB. 

comment  argues  that  the  effects  of  cigarettes  and  smokeless  tobacco  are  therefore  outside 
the  scope  of  the  Act. 

Conversely,  one  public  interest  group  comment  argues  that  construing  sections 
201(g)(1)(C)  and  201(hX3)  as  requiring  a  “therapeutic”  effect  would  make  these  sections 
redundant  of  sections  201(g)(1)(B)  and  201(h)(2),  which  define  drugs  and  devices  as 
products  “intended  for  use  in  the  diagnosis,  cure,  mitigation,  treatment,  or  prevention  of 
disease.”  According  to  this  comment,  such  an  interpretation  would  violate  basic  rules  of 
statutory  construction. 

The  Agency  disagrees  with  the  tobacco  industry’s  narrow  reading  of  the  structure- 
function  provision.  Neither  the  language  of  the  statute,  its  legislative  history,  nor  the  case 
law  supports  the  position  that  drugs  and  devices  must  have  “therapeutic,”  “medical,”  or 
“beneficial”  effeas  or  purposes  in  order  to  “affect  the  structure  or  any  function  of  the 
body.” 

The  plain  language  of  the  statute  provides  no  support  for  the  tobacco  industry’s 
position.  The  terms,  “therapeutic,”  “medical,”  and  “beneficial,”  or  words  of  similar 
import,  do  not  appear  anywhere  in  section  201(gXl)(C)  or  201(hX3).  FDA  agrees  with 
the  comments  that  assert  that  construing  the  “structure  or  any  function”  language  to 
require  a  therapeutic  or  medical  effect  would  make  these  provisions  essentially  identical  in 
scope  and  meaning  to  sections  201(g)(1)(B)  and  201(h)(2).  To  do  so  would  violate  the 
well-accepted  principle  that  “a  legislature  is  presumed  to  have  used  no  superfluous 
words.”  Bailey  v.  United  States,  116  S.Ct.  501,  507  (1995). 
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The  legislative  history  is  also  inconsistent  with  the  tobacco  industry’s  position. 

Congress  added  sections  201(gX  IXC)  and  201(hX3)  to  broaden  the  coverage  of  the  Act 
to  include  a  “comprehensive  class  of  preparations  which  were  intended  to  affect  the 
structure  or  function  of  the  body.”  “Line  Away,”  284  F.  Supp.  at  1 10  (citations  omitted). 

The  Act’s  legislative  history  makes  clear  that  Congress  intended  to  expand  the  Act’s 
jurisdiction,  rather  than  merely  “close  a  loop-hole”  in  subseaion  201(gXlXB).  See,  e.g., 

H.R.  Rep.  No.  2139,  75th  Cong.,  3d  Sess.  2  (1938),  reprinted  in  6  Legislative  History 
301  (“Dmgs  intended ...  for  remedying  underweight  or  overweight  or  for  otherwise 
affecting  bodily  structure  or  function  are  subject  to  regulation”)  (emphasis  added);  see 
also  American  Health  Products  Co.  v.  Hayes,  574  F.  Supp.  1498, 1506  (S.D.N.Y.  1983) 

(Hie  structure- function  provision  was  enaaed  to  “reach  those  products . . .  which  evaded 
regulation  altogether  because  they  were  neither  foods  nor  therapeutic  agents^')  (emphasis 
added). 

The  inclusive  nature  of  the  structure- function  provision  was  raised  several  times 
during  the  hearings  that  led  to  enactment  of  the  1938  Act.  See  Hearings  on  S.  1944, 

Senate  Subcomm.  of  the  Comm,  on  Commerce,  73d  Cong.,  2d  Sess.  15  (1933),  reprinted 
in  1  Legislative  History  107  (“The  definition  of  the  term  ‘dmg’  has  been^widened”); 

Hearings  on  S.  2800,  Senate  Comm  on  Commerce,  73d  Cong.,  2d  Sess.  516  (1934), 
reprinted  in  2  Legislative  History  519  (“This  definition  of  ‘drugs’  is  all-inclusive”); 

Hearings  on  S.  5,  Senate  Comm,  on  Commerce,  74th  Cong.,  1st  Sess.  352  (1935), 
reprinted  in  3  Legislative  History  546  (“There  is  a  universal  recognition  that  the  definition 
of  the  term  ‘drug’  in  the  third  subdivision  is  inclusive”).  Congress  consistently  rejected 
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suggestions  to  limit  the  drug  definition  to  products  with  medical  or  medicinal  purposes. 

See,  e,g..  Hearings  on  S.  2800,  Senate  Comm,  on  Commerce,  73d  Cong.,  2d  Sess.  515- 

516  (1934),  reprinted  in  2  Legislative  History  518-519. 

Judicial  decisions  and  Agency  practice  also  conflict  with  the  narrow  interpretation 

urged  by  the  manufacturers.  As  the  Supreme  Court  has  stated; 

Viewing  the  structure,  the  legislative  history,  and  the  remedial 
nature  of  the  Act, ...  it  [is]  plain  that  Congress  intended  to  define 
“drug”  far  more  broadly  than  does  the  medical  profession. . . . 

...  the  word  “drug”  is  a  term  of  art  for  the  purposes  of  the  Act, 
encompassing  far  more  than  the  strict  medical  definition  of  that 
word.  If  Congress  had  intended  to  limit  the  statutory  definition  to 
the  medical  one,  it  could  have  so  stated  explicitly. 

United  States  v.  An  Article  of  Drug . . .  Bacto-Unidisk,  394  U.S.  784,  793  (1969). 

The  structure-function  provision  has  been  applied  since  1938  to  a  wide,  assortment 

of  products  with  a  range  of  uses  and  effects,  many  of  which  cannot  be  considered 

“therapeutic.”  For  example,  products  that  have  been  found  to  be  within  this  provision 

include  those  with  cosmetic,  recreational,  economic,  or  other  nontherapeutic  purposes. 

These  products  include  tanning  booths;  sunscreens;  breast  implants;  injectable  collagen; 

birth  control  pills;  products  purporting  to  remove  wrinkles  temporarily,  e.g.,  “Line 

Away,  ”  “Sudden  Change**;  products  intended  to  eliminate  pet  odors,  e.g.,  United  States 

V.  Undetermined  Quantities . . .  “Pets  Smellfree,  **  22  F.3d  235,  240  (10th  Cir.  1994); 

products  intended  to  grow  hair,  e.g..  United  States  v.  Kasz  Enterprises,  Inc.,  855  F.  Supp. 

534,  540  (D.R.I.),  modified  on  other  grounds,  862  F.  Supp.  717  (D.R.I.  1994);  products 

intended  as  aphrodisiacs,  see  54  FR  28780  (July  7, 1989),  21  CFR  310.528;  products 

intended  to  enhance  athletic  performance  by  delivering  a  low,  non-therapeutic  level  of 


21 


44678  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

I.B. 
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oxygen,  e.g./' Sports  Oxygen”:  and  veterinary  products  intended  to  increase  milk 
production,  e.g.,  United  States  v.  Pro-Ag,  Inc.,  796  F.  Supp.  1219  (D.  Minn.  1991),  affd, 

968  F.2d  681  (8th  Cir.  1992). 

In  the  case  of  tanning  booths,  the  Agency  considers  the  product  to  be  a  “device” 
intended  to  affect  the  structure  or  any  function  of  the  body  despite  the  fact  that  the 
American  Academy  of  Dermatology  considers  tanning  booths  to  be  a  potential  health 
hazard  and  discourages  their  use.*^  FDA  even  regulates  veterinary  products  intended  to 
induce  death  in  animals  by  humane  means — ^an  intended  use  that  is  indisputably  not 
therapeutic.  See  United  States  v.  Articles  of  Drug  . . .  **Beuthanasia-D  Regular,”  Civ. 

No.  77-0-396  (D.  Neb.  August  1, 1979),  reprinted  in  Federal  Food,  Drug,  and  Cosmetic 
Act:  A  Judicial  Record,  1978-80,  83-89. 

The  nature  of  a  product’s  effect  on  the  structure  or  function  of  the  body — 
therapeutic  or  non-therapeutic,  beneficial  or  adverse — ^thus  does  not  determine  FDA’s 
jurisdiction.  The  relevant  inquiry  is  simply  whether  a  product  has  an  effect  on  the 
structure  or  any  function  of  the  body.  Cigarettes  and  smokeless  tobacco  do  have  such 
effects  and,  moreover,  the  effects  are  achieved  through  pharmacological  means.  The 
tobacco  industry  comments  admit  that  products  with  “drug-type  characteristics”  (i.e., 
pharmacological  action)  are  within  the  Act’s  jurisdiction. 


**  Fliotobiology  Task  Force  of  the  American  Academy  of  Dermatology,  Risks  and  benefits  from  high- 
intensity  ultraviolet  A  sources  used  for  cosmetic  purposes:  special  report,  Journal  of  the  American 
Academy  of  Dermatology  1985;  12:380-381.  See  AR  (VoL  71 1  Ref.  17). 
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The  argument  that  a  product’s  effects  must  be  therapeutic  or  medical  is  also 
inconsistent  with  FDA’s  assertion  of  jurisdiction  over  products  with  cosmetic, 
recreational,  and  economic  uses.  Notably,  the  comments  that  contend  that  effects  on  the 
structure  or  function  of  the  body  must  be  therapeutic  or  medical  and  also  beneficial  do  not 
claim  that  FDA  incorrectly  applied  the  structure-function  provision  to  products  with 
cosmetic,  recreational,  or  economic  uses.  Instead,  these  comments  attempt  to  avoid  the 
inconsistency  between  their  arguments  and  these  precedents  by  expansively  interpreting 
“therapeutic”  and  “medical”  to  encompass  products  with  cosmetic,  recreational, 
economic,  and  other  apparently  non-therapeutic  purposes  or  effects.  Moreover,  these 
comments  do  not  provide  any  rationale  to  support  the  position  that  products  regulating 
weight  are  subject  to  the  Act,  but  that  nicotine-containing  cigarettes  and  smokeless 
tobacco,  which  also  affect  weight  regulation,  are  not.  Instead,  the  comments  assert  that 
the  weight  control  effects  of  cigarettes  and  smokeless  tobacco  are  too  minor  to  be  subject 
to  the  Act’s  jurisdiction.  This  argument  is  refuted  in  section  n.A.4.,  below. 

The  Agency  rejects  the  legal  premise  that  effects  on  the  structure  or  function  of  the 
body  must  be  therapeutic  or  beneficial.  However,  even  if  the  Agency  were  to  accept  the 
manufacturers’  legal  premise,  this  would  not  change  the  Agency’s  decision  with  respect  to 
cigarettes  and  smokeless  tobacco.  As  noted  previously,  cigarettes  and  smokeless  tobacco 
produce  pharmacological  effects  on  the  structure  and  function  of  the  body  that  are 
indistinguishable  from  the  effects  of  a  wide  range  of  products  regulated  by  FDA,  including 
sedation,  stimulation,  weight  loss,  and  sustaining  addiction.  These  pharmacological 
effects  are  as  “therapeutic”  or  “beneficial”  as  many  effects  currently  regulated  under  the 
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Act,  and  would  be  sufficient  to  satisfy  a  requirement  that  products  regulated  as  drug 
delivery  devices  have  beneficial  or  therapeutic  effects.  Tobacco  industry  scientists  have 
themselves  argued  that  tobacco  products  provide  “needed  psychological  benefits 
(increased  mental  alertness;  anxiety  reduction,  coping  with  stress)”^’  and  that  “nicotine  is  a 
very  remarkable  beneficent  drug.”** 

Indeed,  if  a  new  product  with  the  powerful  pharmacological  effects  of  cigarettes 
and  smokeless  tobacco — sedation,  stimulation,  weight  loss,  and  sustaining  addiction — 
suddenly  began  to  be  distributed  in  the  United  States,  there  would  be  no  question  that  the 
product  would  be  subject  to  regulation  under  the  Act  because  it  “affect[s]  the  structure  or 
any  function  of  the  body”  within  the  Act’s  meaning.  For  example,  the  Agency  has 
regulated  gamma  hydroxybutrate  and  gamma  hydroxybutyric  acid  (collectively,  GHB),  a 
produa  intended  to  affect  the  structure  or  function  of  the  body  by  promoting  weight  loss 
and  muscle  gain.  The  product  is  also  used  as  a  relaxant  and  sleep  aid.  GHB  emerged  as  a  - 
steroid  alternative  after  anabolic  steroids  became  controlled  substances.  Very  little  was 
known  about  the  product  when  GHB  first  entered  the  market  because  it  was  manufactured 
in  clandestine  laboratories  (e.g.,  basements  and  kitchens),  obtained  from  other  black 
market  sources,  and  usually  distributed  at  health  and  sporting  stores  and  clubs  without 
labeling.  The  use  of  GHB  as  a  steroid  alternative  and  body-building  aid  is  not 
“therapeutic”;  nonetheless,  the  Agency  successfully  undertook  regulatory  actions  against 


”  Robinson  JH,  Pritchard  WS,  The  role  of  nicotine  in  tobacco  use,  Psychopharmacology  1992;  108:397- 
407,  at  398.  See  AR  (Vol.  66  Ref.  31-1). 

Ellis  C,  Science  Advisor  to  the  BATCO  Board,  The  Smoking  and  Health  Problem,  presrated  at  the 
BATCO  Research  Conference,  Southampton,  England  (1962),  at  15.  See  AR  (Vol.  15  Ref.  190). 
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GHB  pursuant  to  the  Act’s  drug  authorities.  See  United  States  v.  Wood,  Nos.  92-50512, 

92-50514  (9th  Cir.  Oct.  21, 1993);  58  FR  33690,  33699  (Jun.  18, 1993);  FDA  Quarterly 
Activities  Report,  First  Quarter,  FY  1991  (Oct.-Dec.  1990). 

3.  One  comment  contends  that  the  structure-function  provision  is  limited  to 
products  that  “purport  to  change  the  physical  structure  of  the  body.’”’  The  Agency 
disagrees.  Although  the  provision  covers  products  that  change  a  structure  or  function  of 
the  body,  it  is  not  limited  to  such  effects.  Courts  have  rejected  the  view  that  section 
201(g)(1)(C)  requires  an  actual  “change  [in]  the  physical  structure  or  function  of  the  [  ] 
body.”  ‘*Pets  Smellfree,  ”  22  F.3d  at  237.  Moreover,  cigarettes  and  smokeless  tobacco 
do  in  fact  change  the  physical  structure  of  the  body  by,  for  example,  affecting  brain 
chemistry  and  electrical  activity  in  the  brain,  reducing  weight,  and  increasing  the  growth  of 
nicotine  receptors  in  the  central  nervous  system. 

4.  One  comment  asserts  that  the  structure-function  provision  “is  not  intended 
to  authorize  the  regulation  of  products  solely  because  FDA  believes  their  use  is  harmful 
and  undesirable.”^’  The  Agency  agrees.  However,  if  a  particular  product  meets  the 
statutory  definition  of  drug  or  device,  the  fact  that  it  is  also  associated  with  harms  to 
health  is  a  reasonable  consideration  for  the  Agency  in  deciding  to  regulate  the  product. 

The  Act’s  legislative  history  supports  this  view.  As  noted,  concern  about  weight  loss 
products  that  escaped  regulation  in  the  1906  Pure  Food  and  Drug  Act  was  an  impetus  for 


Joint  Comments  of  the  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  vol.  II,  at  83  (emphasis 
added).  See  AR  (Vol.  535  Ref.  96). 

Joint  Comments  of  the  Smokeless  Tobacco  Manufacturers,  Comment  (Jan.  2,  1996),  at  152.  See  AR 
(Vol.  526  Ref.  95). 
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broadening  the  definition  of  “drug”  to  include  products  that  affect  the  structure  or 
function  of  the  body.  Congress  was  concerned  not  so  much  with  the  weight-reduction 
effects  of  weight  loss  products  but  with  the  serious  and  undesirable  harms  to  health  that 
resulted  from  their  use.  See,  e.g..  Hearing  on  H.R.  6906,  HR.  8805,  H.R.  8941,  and  S.  5 
Before  a  Subcomm.  of  the  House  Comm,  on  Interstate  and  Foreign  Commerce,  74th 
Cong.,  1st  Sess.  55  (1935)  (statement  of  FDA  Chief  Walter  Campbell),  reprinted  in  4 
Legislative  History  370. 

5 .  Some  comments  state  that  FDA’ s  determination  that  cigarettes  and 

smokeless  tobacco  are  “drugs”  and  “devices”  would  obligate  the  Agency  to  regulate 
caffeine  and  caffeine-containing  products  as  drugs  or  drug  delivery  devices.  These 
comments  assert  that  for  this  reason  the  Agency  should  not  regulate  tobacco  products  as 
drugs  or  devices.  The  Agency  disagrees  that  a  comparison  to  caffeine  provides  a  reason 
not  to  regulate  nicotine-containing  cigarettes  and  smokeless  tobacco. 

Caffeine  is  the  active  ingredient  in  several  products  regulated  as  drugs  by  the 
Agency.  For  instance,  caffeine  is  the  active  ingredient  in  NoDoz,  an  over-the-counter 
stimulant  that  is  regulated  for  its  effects  on  the  structure  and  function  of  the  body, 
d^affeine  is  also  an  ingredient  in  internal  analgesics  and  menstrual  discomfort  relief 
products. 

Although  these  products  are  regulated  as  drugs,  the  effects  of  these  caffeine- 
containing  products  on  the  structure  and  function  of  the  body  are  significantly  less  than 
those  of  nicotine.  See  section  n.A.3.c.i.,  below.  For  instance,  unlike  nicotine,  caffeine  is 
not  recognized  at  this  time  as  an  addictive  drug  by  health  organizations  such  as  the 
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American  Psychiatric  Association  or  the  World  Health  Organization.  Indeed,  even  an 
internal  Philip  Morris  report  comparing  smoking  and  caffeine  found  that  nicotine  has  a 
stronger  stimulant  effect  than  caffeine  and  that  the  stimulant  effects  of  caffeine  are  “more 
like  those  of . . .  placebo”  than  of  nicotine.^*  The  implication  for  nicotine-containing 
cigarettes  and  smokeless  tobacco  is  clear:  if  caffeine  in  products  such  as  NoDoz  “affect[sl 
the  structure  or  any  function  of  the  body  within  the  meaning  of  the  Act,”  then  a  fortiori 
nicotine-containing  cigarettes  and  smokeless  tobacco  “affect  the  structure  or  any  function 
of  the  body”  as  well. 

Caffeine  naturally  occurs  in  coffee,  tea,  and  other  foods,  and  is  used  as  an 
ingredient  in  soft  drinks.  The  Act  defines  “food”  as  “articles  used  for  food  or  drink  for 
man  or  other  animals.”  See  section  201(f)(1)  of  the  Act,  21  U.S.C.  321(f)(1).  The 
statutory  definition  “includes  articles  used  by  people  in  the  ordinary  way  most  people  use 
food — primarily  for  taste,  aroma,  or  nutritive  value.”  Nutrilab  v.  Schweiker,  713  F.2d 
335, 338  (7th  Cir.  1983).  When  caffeine  is  used  in  soft  drink  products  in  accordance  with 
section  402  of  the  Act,  21  U.S.C.  342,  and  when  it  naturally  occurs  in  other  products  that 
are  foods,  such  as  coffee,  the  product  is  a  “food”  under  section  201(fXl)  of  the  Act,  21 
U.S.C.  321(fXl),  and  is  explicitly  excepted  from  the  definition  of  drug  in  section 
201(gXlXQ,  21  U.S.C.  321(gXlXC)  (“articles,  other  than  food,  intended  to  affect  the 
structure  or  any  funaion  of  the  body”)  (emphasis  added).  The  Agency’s  treatment  of 
caffeine  in  beverages  consequently  has  no  bearing  on  how  cigarettes  and  smokeless 
tobacco  should  be  regulated. 

Memonuidum  from  Sduxi  TR  to  Dunn  WL,  Smoking  and  Caffeine:  A  Comparison  of  Physiological 
Arousal  Effects  (May  17,  1972),  at  1-2.  See  AR  (VoL  15  Ref.  189-7). 
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6.  Several  comments  assert  that  if  FDA  regulates  nicotine-containing 
cigarettes  and  smokeless  tobacco,  it  must  also  regulate  the  nicotine  that  occurs  naturally  in 
food  products  such  as  tomatoes,  potatoes,  eggplant,  and  cauliflower.  The  Agency 
disagrees.  As  noted  above  in  response  5,  section  201(g)(lXC)  specifically  excludes  from 
its  coverage  products  that  are  “foods”  under  the  Act.  Tomatoes,  potatoes,  eggplant,  and 
cauliflower  are  “foods”  within  the  meaning  of  the  Act  because  they  are  “articles  used  for 
food . . .  for  man.”  See  section  201(f)(1),  21  U.S.C.  321(f)(1).  While  these  vegetables 
do  contain  trace  amounts  of  nicotine,  a  person  would  have  to  consume  206  pounds  of 
tomatoes,  309  pounds  of  potatoes,  22  pounds  of  eggplant,  or  355  pounds  of  cauliflower 
to  obtain  the  same  amount  of  nicotine  as  in  one  cigarette.^  Thus,  these  products  are 
appropriately  regulated  as  foods. 

7.  Some  comments  question  whether  applying  the  struaure-function 
provision  to  nicotine-containing  cigarettes  and  smokeless  tobacco  might  provide 
precedent  for  applying  the  provision  to  a  wide  range  of  products  that  have  effects  on  the 
structure  or  function  of  the  body — including  guns  and  other  weapons,  products  that 
prevent  injury,  such  as  airbags,  and  chemical  sprays  used  for  self-defense  or  law 
enforcement  purposes. 

The  Agency  has  never  construed  the  structure-function  provision  to  include 
products  such  as  guns,  airbags,  and  chemical  sprays,  and  applying  the  structure-function 
provision  to  nicotine-delivering  tobacco  products  will  not  provide  any  precedent  for  doing 

Chart  Y,  prepared  in  conjunction  with  the  testimony  of  David  Kessler  before  the  Subcommittee  on 
Health  and  the  Environment,  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives 
(Mar.  25,  1994).  See  AR  (Vol.  296  Ref.  4175). 
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SO.  Moreover,  there  are  fundamental  distinctions  between  these  products  and  nicotine¬ 
delivering' tobacco  products.  Cigarettes  deliver  a  pharmacologically  active  dose  of  the 
drug  nicotine  to  the  body  through  inhalation.  Smokeless  tobacco  delivers  a 
pharmacologically  active  dose  of  the  same  drug  through  buccal  absorption.  Collectively, 
tobacco  products  achieve  their  effects  on  the  structure  and  function  of  the  body  through 
nicotine’s  pharmacological  effects.  These  include  sedation,  stimulation,  weight  control, 
and  maintenance  of  addiction.  Tobacco  products  are  thus  indistinguishable  from  products 
that  the  Agency  has  traditionally  regulated  as  drugs  and  devices.  In  contrast,  guns, 
airbags,  and  chemical  sprays  are  markedly  different  and  distinguishable  from  such 


products. 
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IL  CIGARETTES  AND  SMOKELESS  TOBACCO  ARE  “INTENDED”  TO 

AFFECT  THE  STRUCTURE  AND  FUNCTION  OF  THE  BODY  WITHIN . 

THE  MEANING  OF  THE  ACT 

Cigarettes  and  smokeless  tobacco  clearly  “affect  the  structure  or  any  function  of 
the  body.”  The  principal  issue  before  the  Food  and  Drug  Administration  (FDA)  is  thus 
whether  these  effects  are  “intended”  within  the  meaning  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  (the  Act). 

The  Act’s  dmg  and  device  definitions  provide  in  pertinent  part  that  an  article  is  a 
drug  or  device  if  it  is  ""intended  to  affect  the  structure  or  any  function  of  the  body.” 

Sections  201(g)(1)(C)  and  201(hX3),  21  U.S.C.  321(g)(lXC)  and  (hX3)  (emphasis 
added).  In  determining  whether  an  article  is  “intended”  to  affect  the  structure  or  function 
of  the  body,  “the  FDA  is  not  bound  by  the  manufacturer’s  subjective  claims  of  intent,”  but 
rather  can  find  actual  intent  “on  the  basis  of  objective  evidence.”  National  Nutritional 
Foods  Ass’n  (NNFA)  v.  Mathews,  557  F.2d  325,  334  (2d  Cir.  1977).  That  is,  the  Agency 
determines  the  intent  of  the  manufacturers  objectively  by  evaluating  all  of  the  relevant 
evidence  in  the  record  from  the  perspective  of  a  reasonable  fact  finder.  See  21  CFR 
201.128, 801.4.  In  determining  intended  use,  the  Agency  may  “examine  a  wide  range  of 
evidence.”  United  States  v.  Two  Plastic  Drums . . .  Black  Currant  Oil,  761  F.  Supp.  70, 

t 

72  (C.  D.  Ill.  1991),  ajfd,  984  F.2d  814  (7th  Cir.  1993). 

In  the  Jurisdictional  Analysis,  60  FR  41453-41787,  the  Agency  determined,  based 
on  the  evidence  then  available  to  it,  that  cigarettes  and  smokeless  tobacco  are  “intended” 
to  affect  the  structure  and  function  of  the  body.  This  determination  was  based  on  three 
grounds: 
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( 1 )  The  addictive,  psychoactive,  and  other  significant  pharmacological  effects 
of  cigarettes  and  smokeless  tobacco  are  so  widely  known  and  foreseeable 
that  these  effects  may  be  deemed  to  have  been  intended  by  the 

•  manufacturers,  see  Jurisdictional  Analysis,  60  FR  41483-^1490; 

(2)  Such  a  large  percentage  of  consumers  use  cigarettes  and  smokeless 
tobacco  to  satisfy  their  addiaion  or  to  obtain  other  pharmacological  effects 
that  the  manufacturers  may  be  deemed  to  intend  that  their  products  will  be 
used  for  such  purposes,  see  Jurisdictional  Analysis,  60  FR  41490-41491; 
and 

(3)  The  statements,  research,  and  actions  of  the  tobacco  manufacturers  show 
that  the  manufacturers  actually  intend  their  products  to  affect  the  structure 
or  any  function  of  the  body,  see  Jurisdictional  Analysis,  60  FR  41491- 
41520. 

FDA  received  comments  on  its  findings  from  the  tobacco  industry,  public  health 
organizations,  and  other  interest  groups  and  members  of  the  public. 

In  this  section,  the  Agency  considers,  in  light  of  the  public  comments,  the  objective 
evidence  in  the  administrative  record  relevant  to  whether  cigarette  and  smokeless  tobacco 
manufacturers  intend  their  products  to  affect  the  stmcture  or  any  funaion  of  the  body, 
including  new  evidence  that  has  become  available  since  the  issuance  of  the  Jurisdictional 
Analysis.  The  Agency  also  discusses  the  legal  standard  for  establishing  the  intended  use  of 
cigarettes  and  smokeless  tobacco,  and  responds  to  the  substantive  conunents  received  by 
the  Agency  on  the  evidence  and  the  legal  standard.  Specifically: 

•  Section  n.A.  discusses  the  evidence  supporting  FDA’s  finding  that  it  is  foreseeable  to 
a  reasonable  tobacco  manufacturer  that  the  nicotine  in  cigarettes  and  smokeless 
tobacco  will  cause  pharmacological  effects  and  will  be  used  by  consumers  for  those 


effects  and  responds  to  comments  on  this  issue; 
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•  Section  n.B.  discusses  the  evidence  supporting  FDA’s  finding  that  consumers  use 
cigarettes  and  smokeless  tobacco  predominantly  to  obtain  the  pharmacological  effects 
of  nicotine  and  responds  to  comments  on  this  issue; 

•  Section  II.C.  discusses  the  evidence  supporting  FDA’s  finding  that  cigarette 
manufacturers’  statements,  research,  and  actions  show  that  they  intend  their  products 
to  be  used  for  the  pharmacological  effects  of  nicotine  and  responds  to  comments  on 
this  issue; 

•  Section  ILD.  discusses  the  evidence  supporting  FDA’s  finding  that  smokeless  tobacco 
manufacturers’  statements,  research,  and  actions  show  that  they  intend  their  products 
to  be  used  for  the  pharmacological  effects  of  nicotine  and  responds  to  comments  on 
this  issue; 

•  Sections  n.E.  and  F.  respond  to  comments,  not  already  addressed  in  the  foregoing 
sections,  on  the  legal  standard  for  evaluating  intended  use;  and 

•  Section  n.G.  discusses  the  cumulative  evidence  of  intended  use. 

Except  as  modified  below,  FDA  confirms  its  prior  findings  and  incorporates  them 
by  reference.  FDA  concludes  that  the  evidence  on  the  foreseeability  of  nicotine’s  effects, 
actual  consumer  use  of  tobacco  for  those  effects,  and  evidence  of  intended  use  based  on 
industry  statements,  research,  and  actions  each  provides  an  independent  basis  for  the 
determination  that  the  manufacturers  of  cigarettes  and  smokeless  tobacco  intend  their 
products  to  affect  the  structure  of  funaion  of  the  body. 

Although  the  evidence  thus  provides  several  independent  bases  for  establishing 
that  cigarettes  and  smokeless  tobacco  are  intended  to  affect  the  structure  and  function  of 
the  body,  the  Agency  also  looks  at  the  objective  evidence  of  intent  as  a  whole.  The 
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II. 

Agency  finds  that,  both  independently  and  cumulatively,  the  evidence  of  foreseeable 
pharmacological  effects  and  uses,  actual  consumer  use  for  pharmacological  purposes,  and 
manufacturer  intent  as  revealed  through  the  statements,  research,  and  actions  of  the 
manufacturers  convincingly  supports  the  Agency’s  determination  that  cigarettes  and 
smokeless  tobacco  are  intended  to  affect  the  structure  and  function  of  the  body. 
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Il.A. 

A.  A  REASONABLE  MANUFACTURER  WOULD  FORESEE 
THAT  CIGARETTES  AND  SMOKELESS  TOBACCO  WILL 
CAUSE  ADDICTION  AND  OTHER  PHARMACOLOGICAL 
EFFECTS  AND  WILL  BE  USED  BY  CONSUMERS  FOR 
PHARMACOLOGICAL  PURPOSES 

FDA  may  conclude  that  a  product  is  intended  to  affect  the  structure  or  function  of 
the  body  if  a  reasonable  person  in  the  position  of  the  manufacturer  would  foresee  that  the 
product  will  have  pharmacological  effects  and  that  a  substantial  proportion  of  consumers  . 
will  use  the  produa  for  those  effects.  In  the  Jurisdictional  Analysis,  the  Agency  made 
extensive  findings,  based  on  the  evidence  then  available,  regarding  the  pharmacological 
effects  of  tobacco  on  the  human  body.  See  Jurisdictional  Analysis,  60  FR  41534-41575. 
FDA  received  comments  on  these  findings  from  the  tobacco  industry,  many  medical  and 
public  health  organizations  and  medical  practitioners,  and  from  other  members  of  the 
public.  The  administrative  record  includes  extensive,  publicly  disseminated  evidence  from 
scientific  studies  and  expert  panels  on  the  subject  of  tobacco’s  pharmacological  effects  on 
the  human  body. 

After  considering  the  administrative  record  and  reviewing  public  comments,  the 
Agency  finds  that  the  evidence  clearly  demonstrates  that  a  reasonable  tobacco 
manufacturer  would  foresee  that  cigarettes  and  smokeless  tdiacco  will  cause  and  sustain 
addiction,  produce  other  psychoactive  effects,  and  control  weight  and  be  used  by 
consumers  for  these  effects.  This  finding  provides  an  independent  basis  for  the  Agency’s 
conclusion  that  cigarettes  and  smokeless  tobacco  are  intended  to  affect  the  structure  and 
funaion  of  the  body. 
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I1.A.1. 

In  section  II.  A.  1 .,  below,  FDA  describes  the  legal  basis  for  considering  evidence  of 
the  foreseeable  effects  and  uses  of  a  produa.  FDA  presents  its  major  findings  and 
responds  to  significant  comments  in  sections  II.A.2.  through  II.A.6.  In  section  II.A.7., 

FDA  responds  to  the  remaining  relevant  substantive  comments. 

1.  “Intended  Use’*  May  Be  Established  on  the  Basis  of  Foreseeable 
Pharmacological  Effects  and  Uses 

The  Agency’s  legal  authority  to  establish  intended  use  based  on  the  foreseeable 
effects  and  the  foreseeable  uses  of  a  product  comes  from  the  plain  language  of  the  Act,  as 
well  as  from  FDA’s  regulations,  case  law,  administrative  precedent,  and  the  public  health 
purposes  of  the  Act. 

The  plain  language  of  the  Act  provides  that  a  dmg  or  device  is  an  article  “intended 
to  affect  the  structure  or  any  function  of  the  body.”  Sections  ■201(g)(1)(c)  and  201(h)(3) 
of  the  Act,  21  U.S.C.  321(g)(1)(C),  321(h)(3)  (emphasis  added).  It  is  a  widely  accepted 
legal  principle  that  persons  can  be  held  to  “intend”  the  reasonably  foreseeable 
consequences  of  their  actions.  In  1938,  when  Congress  defined  dmgs  and  devices  as 
articles  “intended”  to  affect  the  stmcture  or  any  function  of  the  body  of  man,  it  was  well 
established  that  “[t]he  law  presumes  that  every  man  intends  the  legitimate  consequences  of 
his  own  acts.”  Agnew  v.  United  States^  165  U.S.  36, 53  (1897);  accord  Fanning  v. 

United  States,  72  F.2d  929, 932  (4th  Cir.  1934)  (“the  law  imputes  an  intent  to  accomplish 
the  natural  results  of  one’s  own  act”)  (citations  omitted);  Eastern  Drug  Co.  v.  Bieringer- 
Hanauer  Co.,  8  F.2d  838, 839  (1st  Cir.  1925)  (“presumption  that  one  intends  the  natural 
and  probable  oxisequences  of  his  acts”);  see  also  4  Wigmore  on  Evidence  3388-3390 


35 


44692  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

II.  A.  1. 

(1904-1905)  (intent  is  “a  volition  having  consequences  which  ought  reasonably  to  have 
been  foreseen”),  quoted  in  Rushmore  v.  Saxon,  158  F.  499,  506  (C.C.S.D.N.Y.  1908). 

In  accordance  with  this  well-accepted  legal  principle,  FDA  may  establish  that  a 
manufaaurer  “intends”  that  its  product  affect  the  structure  or  function  of  the  body  when  it 
is  foreseeable  that  the  product  will  in  fact  affect  the  structure  or  function  of  the  body  in  a 
drug-like  manner.  The  case  for  establishing  intent  through  foreseeability  is  especially 
strong  when  a  reasonable  manufacturer  would  foresee  that  a  product  will  both  act  like  a 
drug  and  be  commonly  used  like  a  drug.  Where  it  is  foreseeable  that  a  produa  will  have 
pharmacological  effeas  on  a  significant  proportion  of  consumers  and  will  be  used  by  these 
consumers  to  obtain  these  pharmacological  effects,  the  statute  allows  FDA  to  recognize 
reality  and  find  that  the  manufacturer  “intends”  its  product  to  be  used  as  a  drug. 

Consistent  with  this  well-established  understanding  of  “intent,”  FDA’s  regulations 
defining  “intended  use”  contemplate  that  foreseeability  can  be  a  basis  for  establishing  the 
objective  intent  of  the  manufacturer.  These  regulations  require  product  labeling  to  include 
adequate  direaions  for  all  “intended  uses.”  21  CFR  201.5  (drugs);  21  CFR  801.5 
(devices).  The  intended  uses  of  a  drug  or  device  that  must  be  included  on  the  label  are 
defmed  to  include  those  that  are,  or  that  reasonably  can  be,  anticipated  by  the 
manufacturer. 

The  definition  of  “intended  uses”  for  drugs  establishes  an  “objective 

intent”  standard.  Specifically,  the  regulations  provides: 

The  words  “intended  use”  or  words  of  similar  import . . .  refer  to 
the  objective  intent  of  the  persons  legally  responsible  for  the 
labeling  of  drugs.  The  intent  is  determined  by  such  persons’ 

‘  expressions  or  may  be  shown  by  the  circumstances  surrounding  the 
distribution  of  the  article.  This  objective  intent  may,  for  example. 
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be  shown  by  labeling  claims,  advertising  matter,  or  oral  or  written 
statements  by  such  persons  or  their  representatives.  It  may  be 
shown  by  the  circumstances  that  the  article  is,  with  the  knowledge 
of  such  persons  or  their  representatives,  offered  and  used  for  a 
purpose  for  which  it  is  neither  labeled  nor  advertised.  The  intended 
uses  of  an  article  may  change  after  it  has  been  introduced  into 
interstate  commerce  by  its  manufacturer.  If,  for  example,  a  packer, 
distributor,  or  seller  intends  an  article  for  different  uses  than  those 
intended  by  the  person  from  whom  he  received  the  drug,  such 
packer,  distributor,  or  seller  is  required  to  supply  adequate  labeling 
in  accordance  with  the  new  intended  uses.  But  if  a  manufacturer 
knows,  or  has  knowledge  of  facts  that  would  give  him  notice,  that  a  " 
drug  introduced  into  interstate  commerce  by  him  is  to  be  used  for 
conditions,  purposes,  or  uses  other  than  the  ones  for  \^ich  he 
offers  it,  he  is  required  to  provide  adequate  labeling  for  such  a  drug 
which  accords  with  such  other  uses  to  which  the  article  is  to  be  put. 

21  CFR  201.128  (emphasis  added).  The  definition  of  “intended  uses”  for  devices  is 

essentially  identical.  21  CFR  801.4.  Thus,  under  these  regulatory  provisions,  objective 

intent  can  be  established  by  evidence  showing  that  the  manufacturer  “knows”  or  “has 

knowledge  of  facts  that  would  give  him  notice,”  i.e.,  that  a  reasonable  manufacturer  would 

foresee  that  consumers  will  use  a  product  for  drug  or  device  uses.^^ 

Other  parts  of  the  regulations  also  provide  that  foreseeable  pharmacological  uses 

should  be  considered  to  be  intended  by  the  manufacturer.  Section  201.128,  for  instance. 


^^The  Agency  disagrees  with  the  tobacco  industry’s  suggestitm  diat  this  foreseeability  test  must  be 
interpreted  to  apply  only  to  products  that  are  already  classified  as  “drugs”  or  “devices.”  The  Agency 
regularly  uses  die  regulatory  defmition  of  “intended  uses”  to  determine  whether  products  should  be 
classified  as  drugs  or  devices.  See,  e.g..  United  States  v.  Articles  of  Drug,  625  F.2d  665,  668  n.5  (5th  Cir. 
1980);  United  States  v.  Undetermined  Quantities  of  An  Article  or  Drug  Labeled  as  “Exachol,  ”  716  F. 
Supp.  787,  791  (S.D.N.Y.  1989);  United  States  v.  22  . . .  devices . . .  “The  Ster-o-lizer  MD-200.  ”  714  F. 
Supp.  1 159,  1 165  (D.  Utah  1989);  United  States  v.  Kasz  Enterprises,  855  F.  Supp.  534,  539  (D.R.1.  1994), 
modified  on  other  grounds,  862  F.  Supp.  717  (D.R.1. 1994);  United  States  v.  Articles  of  Food  and  Drug 
Consisting  of. . .  Apricots,  444  F.  Supp.  266,  273  (E.D.  Wis.  1977).  Thus,  the  Agency  relies  on  the  test 
of  objective  intent  in  the  regulation  (including  the  foreseeability  standard  described  above)  to  establish: 

(1)  in  the  case  of  products  already  classified  as  drugs  or  devices,  the  intended  uses  that  must  appear  on  the 
product  labeling;  and  (2)  in  the  case  of  products  not  yet  classified  as  drugs  or  devices,  the  intended  uses 
that  determine  whether  the  produa  should  be  classified  as  a  drug  or  device.  The  Agency’s  interpretation 
of  its  own  regulation  is  reasonable  and  entitled  to  “controlling  weight”  Thomas  Jefferson  Univ.  1 14  S. 
Cl  2381,2386(1994). 
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further  provides  that  “objective  intent . . .  may  be  shown  by  the  circumstance  that  the 
article  is,  with  the  knowledge  of  such  persons  or  their  representatives,  offered  and  used  for 
a  purpose  for  which  it  is  neither  labeled  nor  advertised."^^  21  CFR  201.128  (emphasis 
added). 

The  case  law  and  administrative  precedent  interpreting  the  Act  recognize  that  the 
foreseeable  pharmacological  effects  and  uses  of  a  product  are  proper  grounds  for 

establishing  intent.  These  precedents  recognize  that  the  Agency  may  consider  evidence  of 

* 

the  likely  consumer  use  of  a  product  in  determining  intended  use.  See,  e.g..  Two  Plastic 
Drums,  761  F.  Supp.  at  72;  Kasz,  855  F.  Supp.  at  539.  They  also  recognize  that  a 
foreseeable  drug  effect  is  generally  persuasive  evidence  that  the  product  is  intended  to 
,  affect  the  structure  and  function  of  the  body.  For  example,  the  court  in  United  States  v. 
Undetermined  Quantities . . .  "Pets  Smellfree"  found  that  the  presence  of 
chlortetracycline,  a  dmg  ingredient,  at  doses  sufficient  to  reduce  the  level  of  bacteria  in 
animat  intestines  was  evidence  that  the  product  was  intended  to  affect  the  structure  and 
function  of  the  body.  22  F.3d  235, 240  (10th  Cir.  1994).  “  Indeed,  the  court  found  this 
evidence  to  be  relevent  even  though  the  dose  of  chlortetracycline  in  the  product  was 
“subtherapeutic” — that  is,  the  dose  was  sufficient  to  reduce  bacteria  levels,  but  not  to  cure 

The  tobacco  industry  contends  that  the  requirement  that  the  product  must  be  “offered”  as  well  as  used 
for  an  unlabeled  or  unadvertised  use  means  that  tho'e  must  be  a  specific  marketing  representation 
promoting  the  use.  The  Agency  does  not  so  interpret  the  regulation.  The  ordinary  defmition  of  the  word 
“offer”  means  simply  “[t]o  present  for  acceptance  or  rejection.”  American  Heritage  Dictionary  of  the 
English  Language  (3d  ed.  1992)  at  1255.  Moreover,  the  tobacco  industry’s  interpretation  conflicts  with 
the  language  in  the  regulation  that  provides  that  the  use  for  which  the  product  is  offered  is  a  use  “for 
which  it  is  neither  labeled  nor  advertised.”  Consistent  with  the  language  of  the  regulation,  the  Agency 
inteiprets  the  requirement  that  the  product  be  “offered”  to  mean  simply  that  the  product  be  presented  to 
the  consumer  for  purchase. 

See  section  1I.E.,  below,  for  an  additional  discussion  of  the  relevant  case  law  and  administrative 
precedent 
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or  treat  a  disease.  Id.  Administratively,  the  Agency  has  asserted  jurisdiction  over 

products  such  as  khat,  imitation  cocaine,  hormone-containing  skin  creams,  and  fluoride- 

containing  toothpastes  based  primarily,  if  not  exclusively,  on  evidence  that  these  products 

have  foreseeable  drug  effects  and  drug  uses.  See  section  II.E.l.e.,  below. 

Cases  interpreting  other  public  health  statutes  establish  a  test  for  determining 

intended  use  that  is  the  same  as  the  one  used  by  FDA  and  that  permits  reliance  on 

foreseeable  uses.  In  N.  Jonas  &  Co.  v.  EPA,  666  F.2d  829  (3d  Cir.  1981),  for  example, 

the  court  held  that  a  product  was  “intended  for  use”  as  a  pesticide  under  the  Federal 

Insecticide,  Fungicide,  and  Rodenticide  Act  (FBFRA)  based  on  its  foreseeable  consumer 

use — even  though  the  manufacturer  did  not  promote  the  product  as  a  pesticide  (and  even 

disclaimed  use  as  a  pesticide  on  the  label).  The  court  staled: 

The  Aa  [and]  the  regulations . . .  focus  inquiry  on  the  intended  use, 
implicit  or  expressed.  We  take  this  to  mean  the  use  which  a 
reasonable  consumer  would  undertake ...  .In  determining  intent 
objectively,  the  inquiry  cannot  be  restricted  to  a  product's  label 
and  to  the  producer's  representations.  Industry  claims  and  general 
public  knowledge  can  make  a  product  pesticidal  notwithstanding 
the  lack  of  express  pesticidal  claims  by  the  producer  itself. 

Id.  at  833  (emphasis  added). 

Similarly,  in  United  States  v.  Fochu  882  F.2d  55, 60  (3d  Cir.  1989),  the  court  held 
that  under  the  Federal  Hazardous  Substances  Aa  (FHS  A),  “[ijntended  use ... , 
objectively  defined,  necessarily  encompasses  foreseeability.”  In  this  case,  the  Consumer 
Product  Safety  Commission  sought  to  take  action  against  fireworks  components  that 
.  could  be  assembled  to  make  banned  fireworks.  The  court  found  that  the  testimony  that 
90%  of  consumers  who  order  the  components  will  use  the  components  to  make  illegal 
fireworks  “makes  it  foreseeable  that  the  components  in  question  will  be  used  to  build 
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banned  fireworks.  Such  knowledge  must  be  attributed  to  [the  defendants].”  Id.;  accord 
United  States  v.  Articles  of  Banned  Hazardous  Substances . . .  Baby  Rattles,  614  F.  Supp. 

226  (E.D.N.Y.  1985). 

The  tobacco  industry  argues  that  the  Agency  may  not  rely  on  the  interpretation  of 
“intended  use”  in  other  statutes  to  interpret  “intended  use”  under  the  Federal  Food,  Drug, 
and  Cosmetic  Act  The  fact  that  FDA's  interpretation  of  “intended  use”  under  the  Federal 
Food,  Drug,  and  Cosmetic  Act  parallels  the  interpretation  under  other  public  health 
statutes,  however,  strongly  supports  the  reasonableness  of  the  Agency’s  analysis.  Indeed, 
the  court  in  Jonas  relied  in  part  on  cases  interpreting  intended  use  under  the  Federal  Food, 

Dmg,  and  Cosmetic  Aa  in  holding  that  intended  uses  encompass  readily  foreseeable 
*  consumer  uses,  specifically  citing  National  Nutritional  Foods  Ass’n  (NNFA)  v.  Mathews, 

557  F.2d  325, 334  (2d  Cir.  1977),  for  the  proposition  that  “FDA  [is]  not  bound  by 
manufacturers  subjective  claims  of  intent  in  assessing  whether  product  is  intended  as  a 
drug,”  and  Bacto-Unidisk,  394  U.S.  784  (1969),  for  the  proposition  that  “the  definition  of 
drug  [is]  to  be  given  liberal  interpretation  in  light  of  remedial  purpose  of  Federal  Food, 

Drug  and  Ctosmetic  Act.”  666  F.2d  at  833.  “ 

Moreover,  contrary  to  the  tobacco  industry’s  contention,  the  FHSA  and  FIFRA 
cannot  be  distinguished  from  the  Federal  Food,  Drug,  and  Cosmetic  Aa  on  the  ground 
that  foreseeability  principles  are  alien  to  the  Federal  Food,  Drug,  and  Cosmetic  Aa. 

Several  other  provisions  of  the  Aa  contemplate  foreseeability  principles.  See,  e.g.,  21 

Similarly,  courts  interpreting  the  Federal  Food,  Drug,  and  Cosmetic  Act  rely  on  interpretations  of 
analogous  consumer  protection  statutes.  See.  e.g.,  “Sudden  Change,"  409  F.2d  734,  741  n.8  (2d  Cir. 

1969)  (citing  a  case  interpreting  the  Federal  Trade  Commission  Aa  because  “the  remedial  purpose  of  the 
Federal  Trade  Clommission  Aa  is  sufficiently  analogous”). 
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U.S.C.  321(n)  (an  article  may  be  misbranded  if  its  labeling  and  advertising  fail  to  reveal 
“consequences  which  may  result  from . . .  such  conditions  of  use  as  are  customary  or 
usual”);  21  U.S.C.  360h  (FDA  authorized  to  recall  devices  that  “present[]  an  unreasonable 
risk  of  substantial  harm”). 

Indeed,  in  United  States  v.  Park,  421  U.S.  658  (1975),  the  Supreme  Court 

) 

concluded  that  the  Federal  Food,  Drug,  and  Cosmetic  Act  imposes  “requirements  of 

foresight  and  vigilance”  on  manufaaurers,  stating: 

the  Act  imposes  not  only  a  positive  duty  to  seek  out  and  remedy 
violations  when  they  occur  but  also,  and  primarily,  a  duty  to 
implement  measures  that  will  insure  that  violations  will  not  occur. 

The  requirements  of  foresight  and  vigilance  imposed  on 
responsible  corporate  officials  are  beyond  question  demanding,  and 
perhaps  onerous,  but  they  are  no  more  stringent  than  the  public  has 
a  right  to  expect  of  those  who  voluntarily  assume  positions  of 
authority  in  business  enterprises  whose  services  and  products  affea 
the  health  and  well-being  of  the  public  that  supports  them. 

Id.  at  672  (emphasis  added). 

Compelling  policy  reasons  support  the  Agency’s  interpretation  that  it  may  establish 
that  a  product  is  intended  to  affect  the  structure  or  function  of  the  body  when  it  is 
foreseeable  that  a  product  will  produce  significant  pharmacological  effects  in  consumers 
and  be  widely  used  by  consumers  for  these  effects.  The  manufaaurers*  position  is  that 
they  may  ignore  overwhelming  scientific  evidence  that  their  produa  will  have  and  be  used 
for  pharmacological  effects  so  long  as  they  avoid  promoting  their  product  for  these 
pharmacological  effects.  Under  this  interpretation,  however,  the  manufacturer  of  virtually 
any  drug  or  device  could  avoid  regulation  under  the  Act — no  matter  how  substantial  and 
well-established  the  pharmacological  effects  and  uses  of  the  produa — by  simply  avoiding 
making  certain  claims  in  the  product’s  labeling  and  advertising.  For  example,  it  is  not 
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difficult  to  imagine  a  manufacturer  of  a  generic  version  of  a  drug  like  Prozac  (fluoxetine 
hydrochloride),  an  antidepressant  drug  currently  available  only  by  prescription,  seeking  to 
avoid  FDA  regulation  by  advertising  its  product  as  intended  solely  for  the  “pleasure”  of  its 
consumers,  i'ee  section  ILF. l.e.,  below. 

Accepting  the  manufacturers’  position  would  leave  the  public  vulnerable  to  the 
.unregulated  distribution  of  products  with  known  pharmacologically  active  ingredients. 

Moreover,  it  would  reward  manufacturers  who  deny  the  obvious  pharmacological  effects 
and  uses  of  their  products  in  their  public  statements,  labeling,  and  advertising.  Thus,  the 
Agency  concludes  that  the  public  health  objectives  of  the  Aa  require  the  Agency  to 
regulate  as  “drugs”  or  “devices”  products  that  can  be  foreseen  to  have  widespread 
pharmacological  effects  and  uses. 

2.  The  Significant  Pharmacological  Effects  and  Uses  of  Cigarettes  and 
Smokeless  Tobacco  Are  Foreseeable 

The  evidence  in  the  administrative  record  establishes  that  the  pharmacological 
effects  and  uses  of  cigarettes  and  smokeless  tobacco  are  so  widespread  and  well-known 
that  a  reasonable  manufacturer  would  foresee  them.  Since  the  Agency  last  considered  the 
issue  of  whether  cigarettes  are  dmgs  over  IS  years  ago,  a  scientific  consensus  has 
emerged  that  nicotine  is  addiaive  and  has  other  significant  pharmacological  effects. 

Nicotine — the  essential  ingredient  in  cigarettes  and  smokeless  tobacco — ^is  a 
pharmacological  agent  that  substantially  alters  the  structure  and  function  of  the  brain  and 
other  systems  of  the  body.  After  a  single  puff  inhaled  from  a  cigarette,  nicotine  enters  the 
mouth,  passes  into  the  lungs,  is  absorbed  from  the  lungs  into  the  bloodstream,  and  diffuses 
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from  the  blood  into  the  brain.  This  process  takes  about  1 1  seconds.^^  When  consumed  in 
smokeless  tobacco,  nicotine  is  absorbed  through  the  lining  of  the  mouth  into  the 
bloodstream  and  flows  to  the  brain. 

Once  inside  the  human  brain,  nicotine  binds  to  unique  receptors  on  the  surfaces  of 
brain  cells.  These  nicotinic  receptors  normally  interact  with  a  natural  chemical  messenger 
called  acetylcholine,  but  can  also  be  stimulated  by  nicotine  to  alter  mood,  alertness,  and 
cognition.  Exposure  to  nicotine  causes  the  number  of  nicotinic  receptors  on  the  surfaces 
of  brain  cells  to  increase^  and  significantly  alters  the  brain’s  normal  electrical  and 
metabolic  activity.^’  Nicotine’s  actions  on  the  central  nervous  system  produce  both 


Elepartment  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  The  Health  Consequences 
of  Smoking:  Nicotine  Addiction,  a  Report  of  the  Surgeon  General  (Jul.  29, 1988),  DHHS  Publication  No. 
(CDC)  88-8406  (Washington  DC:  GPO,  1988),  at  13-14  (hereinafter  cited  as  Surgeon  General’s  Report, 
1988).  SeeARiWol  129 Ref.  1592). 

Benowitz  NL,  Clinical  Pharmacology  of  Inhaled  Drugs  of  Abuse:  Implications  in  Understanding  Nicdtine 
Dependence,  NIDA  Research  Monograph  99  (Rockville  MD:  National  Institute  on  Drug  Abuse,  1990),  at 
17.  S«eAR(VoL3Ref.  18). 

Boiwell  MEM,  Balfour  DJK,  Anderson  JM,  Evidence  that  tobacco  smoking  increases  the  density  of 
(-)-[*H]nicotine  binding  sites  in  human  brain.  Journal  of  Neurochemistry  1988;50:1243-1247.  See  AR 
(Vol.  136  Ref.  1570). 

Surgeon  General's  Report,  1988,  at  79-123.  See  AR  (Vol  129  Ref.  1592). 
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sedating  and  stimulating  effects,  depending  on  dose  and  circumstances.^®  Nicotine  also 
plays  a  role  in  weight  regulation.^* 

In  addition  to  its  sedating  and  stimulating  effects,  nicotine  causes  and  sustains 
addiction.  Nicotine  directly  affects  an  intrinsic  brain  system,  known  as  the  mesolimbic 
system,  that  signals  pleasure  and  reward  and  modulates  emotions.  When  stimulated  by  an 
addictive  substance,  the  mesolimbic  system  responds  by  rewarding  the  repeated 
consumption  of  the  substance.^^  It  is  widely  believed  that  amphetamine,  cocaine,  and 
nicotine  all  cause  the  compulsive  drug-seeking  behavior  of  drug  addiction  through  the 
same  mechanism:  increasing  the  activity  of  the  neurotransmitter  dopamine  within  the 
mesolimbic  system.^^ 

^  Pritchard  WS,  Gilbert  DG,  Duke  DW,  Flexible  effects  of  quantified  cigarette-smoke  delivery  on  EEG 
dim^ional  complexity,  Psychopharmacology  1993;  1 13:95-102.  See  AR  (VoL  3  Ref.  23-1). 

Pritchard  WS,  Electroencephalogrtq)hic  effects  of  cigarette  smoking.  Psychopharmacology  1 991; 104:485- 
490.  See  AR  (VoL  105  Ref.  965). 

N(»khi  R,  Brown  K,  Howard  R,  Smoking,  nicotine  dose  and  the  lateralisation  of  electrocortical  activity. 
Psychopharmacology  1992;108:473-479.  See  AR  (VoL  3  Ref.  22). 

Golding  JF,  Effects  of  cigarette  smoking  on  resting  EEG,  visual  evoked  potentials  and  photic  driving. 

Pharmacology,  Biochemistry  and  Behavior  1988;29:23-32.  See  AR  (VoL  3  Ref.  23-3). 

Surgeon  General's  Report,  1988,  at  431-432.  See  AR  (VoL  129  Ref.  1592). 

Pomerleau  OF,  Pomerieau  CS,  Neuroregulators  and  die  rdnforcement  of  snxddng:  towards  a 
biobehavioral  explanation.  Neuroscience  and  Biobehavioral  Reviews  1984;8:503-513.  See  AR  (VoL  3 
Ref.  20-1). 

Wise  RA,  Rompre  PP,  Brain  dopamine  and  reward.  Annual  Review  of  Psychology  1989;40: 191-225. 
S«eAR(VoL3Ref.  19-1). 

Clarke  PBS,  Mesolimbic  dopamine  activation — the  key  to  nicotine  reinforcement?  CIBA  Foundation 
Symposium  1990;152:153-168.  See  AR  (Vol.  3  Ref.  19-2). 

”  Id. 

Pontieri  FE,  landa  G,  Orzi  F,  et  al..  Effects  of  nicotine  on  the  nucleus  accumbens  and  similarity  to  those 
of  addictive  drugs.  Nature  1996;382:255-257.  See  AR  (VoL  711  Ref.  51). 
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Extensive  scientific  evidence  demonstrating  the  significant  effects  of  nicotine  in 
tobacco  products  on  the  structure  and  function  of  the  body  is  discussed  in  detail  in  the 
remainder  of  this  seaion.  The  magnitude  and  wide  dissemination  of  the  scientific  evidence 
demonstrates  that  it  is  foreseeable  to  a  reasonable  person  in  the  position  of  tobacco 
manufacturer  that  many  consumers  will  use  tobacco  products  for  these  pharmacological 
effects. 

3.  Nicotine  Is  Widely  Recognized  as  Addictive,  and  It  Is  Foreseeable 
That  Consumers  Will  Use  Cigarettes  and  Smokeless  Tobacco  To 
Satisfy  an  Addiction 

Nicotine’s  effects  on  the  brain  are  the  biological  basis  of  nicotine  addiction — an 
addiction  that  has  been  proven  by  a  wealth  of  laboratory  and  epidemiological  evidence  and 
recognized  by  every  major  independent  medical  organization  that  has  studied  the  question. 
Nicotine’s  widely  recognized  addictive  properties  make  it  foreseeable  to  any  reasonable 
person  that  a  substantial  proportion  of  users  of  tobacco  products  will  consume  these 
products  to  satisfy  their  addiction.^^ 

a.  Scientific  Consensus 

Overwhelming  scientific  evidence  and  broad  recognition  that  nicotine  is  an 


Di  Chiara  G,  Iiiq)erato  A,  Drugs  abused  by  humans  preferentially  increase  s^u^)tic  dopamine 
concaitrations  in  the  mesolimbic  system  of  freely  moving  rats,  Proceedings  of  the  National  Academy 
of  Sciences  of  the  United  States  of  America  1988;85:5274-5278.  See  AR  (VoL  66  Ref.  26). 

Coirigall  WA,  Franklin  KBJ,  Coen  KM,  et  a/..  The  mesolimbic  dopaminergic  system  is  implicated  in  the 
reinforcing  effects  of  nicotine.  Psychopharmacology  1992;107:285-289.  See  AR  (YoL  8  Ref.  93-4). 

^  FDA’s  conclusion  that  the  pharmacological  effects  and  uses  of  nicotine  in  cigarettes  and  smokeless 
tobacco  are  foreseeable  rests  on  published  literature,  including  widely  disseminated  govonment  reports. 
FDA’s  conclusion  that  the  tobacco  industry  knows  that  nicotine  has  substantial  pharmacological  effects 
and  that  consumers  use  tobacco  for  these  effects,  see  section  II.C,  below,  is  based  largely  on  internal 
company  docummts. 
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addictive,  dependence- producing  substance  emerged  in  the  1980’ s,^^  All  leading 
expert  and  public  health  organizations  in  the  United  States  and  the  international 
community  with  expertise  in  tobacco  or  drug  addiction  now  recognize  that 
nicotine  is  addictive.  The  first  major  organization  to  do  so  was  the  American 
Psychiatric  Association  in  1980,  when  ixs  Diagnostic  and  Statistical  Manual  of 
Mental  Disorders,  Third  Edition  (DSM-III),  defined  the  Tobacco  Dependence 
Disorder  and  the  Tobacco  Withdraw'al  Syndrome.^*^  Since  1980,  nicotine  in 
tobacco  products  has  also  been  recognized  as  addiaive  by  the  U.S.  Surgeon 
General  (1986  and  1988)^’ American  Psychological  Association  (1988),^*  the  Royal 
Society  of  Canada  (1989),^^  the  World  Health  Organization  (WHO)  (1992),^°  the 


The  tenus  “addictive”  and  “dependence-producing”  are  used  interdiangeaUy  anxng  experts  and  scientific 
organizations  and  generally  refer  to  the  persistent  and  rqjetitive  intake  of  a  psycfaoactive  substance  despite 
evidence  of  barm  and  a  desire  to  quit  In  this  document,  FDA  also  uses  both  terms  intercfaangeaNy.  Theterm 
“abuse  liability”  also  refers  to  a  substance’s  ability  to  produce  dependence  or  addiction. 

^  American  Psychiatric  Associatitm,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  3d  ed. 
(Washington  DC:  American  Psychiatric  Association,  1987),  at  159-160,  176-178.  See  AR  (VoL  535 
Ref.  96,  voL  m.A). 

Department  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  The  Health  Consequences 
of  Using  Smdkeless  Tobacco,  A  Rqxnt  of  the  Advistny  Committee  to  the  Surgeon  General  (Apr.  1986X 
NIH  PubUcation  No.  86-2874  (Bethesda,  MD:1986).  See  AR  (Vol.  128  Ref.  1591) 

Surgetm  Geno-al’s  Report,  1988.  See  AR  (VoL  129  Ref.  1592). 

Hearings  B^ore  the  Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy  and 
Commerce,  U.S.  House  of  Representatives,  100th  (Dong.,  IstSess.  1  (Jifi.  29, 1988)  (statement  of  the 
American  Psychological  Associaticm).  See  AR  (VoL  5  Ref.  43-5). 

’’  Royal  Society  of  Canada,  Tobacco,  Nicotine,  and  Addiction:  A  Committee  Report,  piepared  at  the 
request  of  the  Royal  Society  of  Canada  for  the  Health  Protection  Branch,  Healdi  and  Welfare  (I!anada 
(Aug.  31,  1989),atv-vL  See  AR(VoL62Ref.814). 

^  WHO,  The  ICD-IO  Classification  of  Mental  and  Behavioural  EHsorders:  Clinical  Descriptions  and 
Diagnostic  Guidelines  (Goieva;  World  Health  Organization,  1992),  at  76.  See  AR  (VoL  43  Ref.  175). 
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American  Medical  Association  (1993),'**  and  the  Medical  Research  dlouncil  in  tlie 
United  Kingdom  (1994).^^  Every  expert  organization  that  has  commented  On 
whether  nicotine  is  addictive  has  concluded  that  it  is. 

R^gnition  of  nicotine  addiction  is  now  so  universal  that  even  the  vast 
majority  of  scientists  who  have  received  funding  from  the  tobacco  industry  believe 
that  nicotine  is  addictive.  In  a  survey  of  principal  investigators  of  research  projects 
funded  by  the  tobacco  industry  in  1989, 83.3%  agreed  strongly  and  an  additional 
15.3%  agreed  somewhat  that  cigarette  smoking  is  addictive.'*^  Moreover,  as 
demonstrated  in  section  n.C.,  below,  the  tobacco  industry  itself,  despite  public 
pronouncements  to  the  contrary,  has  long  known  nicotine  to  be  addictive. 

Salient  findings  that  reflea  nicotine’s  addictiveness  include  the  following: 

Epidemiological  Evidence. 

•  Persons  who  have  smoked  at  least  one  cigarette  are  about  twice  as  likely  to  develop 
dependence  as  are  persons  who  have  ever  tried  cocaine  or  alcohol.'*^ 


American  Medical  Association,  Ethyl  alcohol  and  nicotine  as  addictive  drugs,  in  1993  AM  A  Policy 
Compendium  (Chicago:  AM  A  1993),  at  35.  See  AR  (Vol.  37  Ref.  2). 

Medical  Research  Council,  The  Basis  of  Drug  Dependence,  MRC  Field  Review  (London:  Medical 
Research  Council,  1994),  at  11.  AR(VoL  41  Ref.  105). 

Cummings  KM,  Sciandra  R,  Gingrass  A,  et  al..  What  scientists  funded  by  the  tobacco  industry  believe 
about  the  hazards  of  cigarette  smoking,  American  Journal  of  Public  Health,  1991;81(7):894-8%.  See 
AR  (Vol.  5  Ref.  44). 

* 

^  Anthony  JC!,  Warner  LA  Kessler  RQ  Comparative  epidemiology  of  dependence  on  tobacco,  alcohol, 
controlled  substances  and  inhalants:  basic  findings  ftom  the  Natitmal  Comorbidity  Survey,  Experimental 
and  Clinical  Psychopharmacology  1994;2:244-268.  See  AR  (Vol.  37  Ref.  4). 
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•  More  than  half  of  people  presenting  for  treatment  of  alcohol  or  drug  abuse  who  also 
smoke  cigarettes  report  that  quitting  smoking  would  be  harder  than  giving  up  their 
other  drug  of  abuse.^^ 

•  Despite  the  interest  of  70%  of  smokers  in  quitting  smoking,  fewer  than  3%  succeed  per 

46 

year. 

•  About  two  of  every  five  users  of  smokeless  tobacco  have  attempted  to  quit  and  failed,'*’ 
and  68%  of  smokeless  tobacco  users  who  have  attempted  to  quit  report  an  average  of 
four  such  attempts.^ 

•  About  50%  of  smokers  recovering  from  surgery  for  a  smoking-related  disease  (e.g., 
lung  cancer)  and  whose  prognosis  and  symptoms  would  be  improved  by  abstinence 
resume  smoking.^® 

Evidence  from  Animal  and  Human  Laboratory  Studies. 

•  Nicotine  has  been  determined  to  have  significant  potential  to  produce  addiction  in 
humans  on  the  basis  of  the  same  screening  tests  used  to  evaluate  the  addictive  potential 
of  any  drug  by  the  World  Health  Organization,  the  Drug  Enforcement  Administration, 

Kozlowski  LT,  Wilkinson  A,  Skinner  W,  et  al..  Comparing  tobacco  cigarette  dependence  with  other 
drug  dependencies.  Journal  of  the  American  Medical  Association  1989;261(6):898-901.  See  AR  (VoL  41 
Ref.  92). 

^  Centers  for  Disease  Control  and  Prevention,  Cigarette  smoking  among  adults — ^United  States,  1993, 
Morbidity  and  Mortality  Weekly  Report  1994  (Dec.  23);43:925-930.  See  AR  (VoL  36  Ref  616-1). 

Novomy  TE,  Pierce  JP,  Fiore  MCI,  et  al..  Smokeless  tobacco  use  in  the  United  States:  the  adult  use  of 
tobacco  surveys,  Monographs/National  Cancer  Institute  1989;8:25-28.  See  AR  (VoL  41  Ref  109). 

Severson  HH,  ^ough  snuff:  ST  cessation  from  the  bdiavioral,  clinical,  and  public  health  p^pectives, 
in  Smokeless  Tobacco  or  Health,  An  International  Perspective,  Smoking  and  Tobacco  Control 
Monograph  2,  NIH  Publication  No.  93-3461  (Washington  DC:  DHHS,  1993),  at  281-282.  See  AR  (Vol. 
18  Ref  5-1). 

Surgeon  General's  Report,  1988,  at  150.  See  AR  (Vol.  129  Ref  1592). 
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the  National  Institute  on  Drug  Abuse  (NED A),  the  College  on  Problems  of  Drug 
Dependence,  pharmaceutical  companies,  and  FDA’s  Drug  Abuse  Advisory  Committee 
(the  Committee).’®  See  section  ILA.3.c.i.,  below. 

•  Nicotine’s  effeas  in  the  brain  have  been  shown  to  be  critical  in  the  self-administration 
of  nicotine  by  both  animals  and  humans.’*  (The  tendency  of  a  substance  to  be  self- 
administered  demonstrates  its  ability  to  cause  an  animal  or  human  to  seek  repeated 
doses  of  the  substance.)  This  finding  is  a  key  element  of  addiction. 

•  The  ability  of  nicotine  to  produce  strong  physiological  and  behavioral  effects,  including 
death  at  high  doses,  is  no  less  than  that  of  amphetamine  or  morphine.’^ 

Other  Biological  Evidence. 

•  Nicotine  increases  dopamine  activity  in  the  mesolimbic  system  of  the  brain.  As  with 
cocaine,  amphetamine,  and  other  drugs,  this  effect  is  believed  to  contribute  to  the 
compulsive  drug-seeking  behavior  of  addiction.’^ 

•  Chronic  nicotine  exposure  causes  the  number  of  nicotinic  receptors  on  the  surfaces  of 
brain  cells  to  increase.  This  phenomenon  is  associated  with  tolerance  to  the  effects  of 
nicotine  and  has  been  weE  documented  in  animals  and  people.’^ 

at  270. 

Id.  at  166,  173-175, 182-192. 

Corrigall  WA,  Coen  KM,  Nicotine  maintaias  robust  self-administration  in  rats  on  a  limited  access 
schedule,  Psychopharmacology  1989;99:473-478.  5^^  AR(VoL  136  Ref.  1561). 

”  Surgeon  General’s  Report,  1988,  at  272.274,  594.  See  AR  (VoL  129  Ref.  1592). 

Corrigall  WA,  Franklin  KBJ,  Coen  KM,  et  al..  The  mesolimbic  dopamin^gic  system  Is  ino^licated  in 
the  reinforcing  effects  of  nicotine.  Psychopharmacology  1992;107:285-289.  See  AR  (VoL  8  Ref.  93-4). 

Marks  MJ,  Burch  JB,  Collins  AC,  Effects  of  chronic  nicotine  infusion  on  tolerance  development  and 
nicotine  receptors.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1983;226:817-825.  See  AR 
(Vol.  41  Ref.  103). 
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Commercial  Evidence. 

•  Non-nicotine-containing  tobacco  products  have  never  proved  successful  substitutes  for 
tobacco  despite  the  sophistication  of  some  of  them  (e.g.,  Philip  Morris’  Next)  in 
mimicking  the  non-nicotine-mediated  effects  of  conventional  cigarettes. 

These  data  are  just  a  few  selections  from  the  overwhelming  evidence  that  has  led 
the  world’s  health  authorities  to  classify  nicotine  as  addictive.  The  following  sections 
describe  in  detail  the  definition  of  addiction  and  how  the  widely  known  scientific  evidence 
would  lead  any  reasonable  manufacturer  to  foresee  that  a  significant  proportion  of  tobacco 
consumers  will  become  addicted  to  nicotine  and  will  use  tobacco  products  to  satisfy  their 
addiction. 

b.  Definition  of  Addiction 

The  tobacco  industry  is  virtually  alone  in  publicly  contending  that  nicotine  is  not 
addictive.  Its  primary  argument  for  rejecting  the  massive  body  of  research  and  the  expert 
opinion  of  every  authoritative  medical  organization  that  has  considered  the  issue  is  to 
claim  that  the  entire  scientific  community  is  using  the  wrong  definition  of  addiction.^^ 

According  to  the  tobacco  industry,  the  “traditional  criteria”  of  addiction  are  “meaningful 


Surges  General's  Rqiort,  1988,  at  53-54.  AR(VoL  129  Ref.  1592). 

Benwell  MEM,  Balfour  DJK,  Anderstm  JM,  Evictence  that  tobacco  smoldng  increases  the  density  of 
(-)-[^H]nicotine  binding  sites  in  human  brain.  Journal  of  Neurochemistry  1988;50:1243-1247.  See  AR 
(VoL  136  Ref.  1570). 

The  tobacco  industry  cites  the  opinkxis  oi  several  {Aysidans  and  scientists  to  support  ^  contention 
that  nicotine  is  not  addictive.  In  most  cases,  as  described  below,  the  opinions  have  been  taken  out  Of 
oxitext,  and  die  cited  individuals  are  on  record  as  believh^  that  nicotine  is  addictive.  Those  individuals 
who  agree  wkh  the  industry  tihat  nicotine  is  not  addictive  ocmqirise  a ‘^handful  of  scientific  siqipoiien.** 
HwaiigSU  OooY,  Tobacco  dteutt  team:  experts  who  insist  nicotine  isnH  addictive,  Wall  Street  Journal 
(Mar.  23,  1995).  See  AR(VoL  711  Ref.  29). 
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intoxication,  withdrawal,  and  tolerance.”  Although  withdrawal  and  tolerance  are  still 
considered  criteria  for  addiction,  “intoxication”  has  not  been  considered  a  necessary 
criterion  for  over  thirty  years.  The  industry  cites  no  medical  dictionary,  expert  panel,  or 
scientific  organization  for  this  specific  definition;  the  “criteria”  are  instead  extracted  from 
portions  of  a  definition  developed  in  the  1950’s  and  used  by  the  editors  of  the  1964 
Surgeon  General’s  Report  on  tobacco.^^  This  definition  was  premised  on  the  now- 
discarded,  early  twentieth-century  conception  of  drug  addiction  as  a  personality  disorder 
charaaerized  by  weakness  of  will,  immaturity  of  charaaer  development,  and  immorality.^’ 

Within  months  of  publication  of  the  Surgeon  General’s  Report  in  1%4,  its 
definition  of  addiction  was  cast  aside  by  the  scientific  conmiunity.  In  a  major  report,  the 
World  Health  Organization  (WHO)  recognized  that  intoxication  was  not  a  distinguishing 
characteristic  of  dependence  for  any  drug  under  its  purview.’*  Indeed,  people  dependent 
on  stable  daily  doses  of  opiates  may  display  no  observable  signs  of  intoxication.” 

Conversely,  it  is  widely  known  that  nonaddicting  drugs  such  as  antihistamines  and 
atropine  and  scopolamine  preparations  can  produce  intoxication.^  Moreover,  under  the 


£>epaiunent  of  Health,  Education,  and  Welfare,  Public  Health  Service,  Smoking  and  Health:  Report  of 
the  Advisory  Committee  to  the  Surgeon  General  of  the  Public  Health  Service  (Washington  DC:  GPO, 
1964),  at  349-352.  See  AR  (VoL  43  Ref.  156). 

Surgeon  General’s  Report,  1988,  at  248.  See  AR  (Vol.  129  Ref.  1592). 

WHO  Expen  Committee  on  Addiction-Producing  Drugs,  WHO  1964,  World  Health  Organization 
Technical  Report  Series  No.  273,  Thirteenth  Report  (Geneva:  World  Health  Organization,  1964),  at  3-20. 
See  AR  (VoL  43  Ref.  169). 

Surgeon  General's  Report,  1988,  at  251.  See  AR  (Vol.  129  Ref.  1592). 

Garrison  Jd!,  Histamine,  bradykinin,  5-hydroxytryptamine,  and  their  antagonists,  in  Goodman  and 
Gilman’s  The  Pharmacological  Basis  of  Therapeutics,  8  th  ed.  (New  Yoric  Pergamon  Press,  1990),  chap. 
23,  at  584,  586.  See  AR  (Vol.  71 1  Ref.  14). 
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old  definition,  cocaine  and  amphetamines  would  not  clearly  have  been  considered 
addictive  because  of  lack  of  evidence  at  the  time  demonstrating  physical  dependence.^‘ 

The  scientific  community  thus  rejected  the  old  definition  of  addiction  because  of  new 
scientific  insights  about  the  nature  of  addiction,  more  than  15  years  before  finding  nicotine 
to  be  addictive. 

Today,  drug  addiction  has  been  defined  by  scientific  organizations  from  both . 
laboratory  and  clinical  perspectives.  The  laboratory  perspective  assesses  experimentally 
whether  a  substance  alters  the  central  nervous  system  in  a  manner  that  can  produce 
charaaeiistic  addictive  behavior  in  humans. 

While  the  laboratory  perspective  focuses  on  the  chemical  substance,  the  clinical 
perspeaive  on  drug  addiction  assesses  whether  an  individual  in  society  consumes  the 
substance  in  a  manner  that  demonstrates  addiaion.  Consensus  clinical  criteria  for 
diagnosing  addiction  have  been  developed  by  the  American  Psychiatric  Association  and 
were  most  recently  published  in  the  Diagnostic  and  Statistical  Manual  of  Mental 
Disorders  (DSM-IV)  in  1994; 

Criteria  for  Substance  Dependence 

A  maladaptive  pattern  of  substance  use,  leading  to  clinically  significant 
impairment  or  distress,  as  manifested  by  three  (or  more)  of  the  following, 
occurring  at  any  time  in  the  same  1 2- month  period: 

( 1 )  tolerance,  as  defined  by  either  of  the  foUowing: 

Brown  JH,  Atropine,  scopaiomine,  and  related  antimuscarinic  drugs,  in  Goodman  and  Gilman’s  The 
Pharmacological  Basis  of  Therapeutics,  8th  ed.  (New  Ycnic  Pergamon  Press,  1990),  chap.  8,  at  157. 

5e«AR(Vol.  711  Ref.  14). 

WHO  Expen  Commiuee  on  Addiction-Producing  Drugs,  WHO  1964,  World  Health  Organization 
Technical  Report  Series  No.  273,  Thirteenth  Report  (Geneva:  World  Health  Organization,  1964),  at  3-20. 
AR(Vol.43  Ref.  169). 
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(a)  a  need  for  markedly  increased  amounts  of  the  substance  to 
achieve  intoxication  or  desired  effect 

(b)  markedly  diminished  effect  with  continued  use  of  the  same 
amount  of  the  substance 

(2)  withdrawal,  as  manifested  by  either  of  the  following 

(a)  the  characteristic  withdrawal  syndrome  for  the  substance . . . 

(b)  the  same  (or  a  closely  related)  substance  is  taken  to  relieve  or 
avoid  withdrawal  symptoms 

(3)  the  substance  is  often  taken  in  larger  amounts  or  over  a  longer  period 
than  was  intended 

(4)  there  is  a  persistent  desire  or  unsuccessful  efforts  to  cut  down  or 
control  substance  use 

(5)  a  great  deal  of  time  is  spent  in  activities  necessary  to  obtain  the 
substance  (e.g.,  visiting  multiple  doctors  or  driving  long  distances),  use 
the  substance  (e.g.,  chain-smoking),  or  recover  from  its  effects 

(6)  important  social,  occupational,  or  recreational  activities  are  given  up  or 
reduced  because  of  substance  use 

(7)  the  substance  use  is  continued  despite  knowledge  of  having  a  persistent 
or  recurrent  physical  or  psychological  problem  that  is  likely  to  have 
been  caused  or  exacerbated  by  the  substance  (e.g.,  current  cocaine  use 
despite  recognition  of  cocaine- induced  depression,  or  continued 
drinking  despite  recognition  that  an  ulcer  was  made  worse  by  alcohol 
consumption)^^ 

Clinicians  rely  on  these  criteria  to  identify  addictive  behavior  in  patients. 

In  1988,  the  U.S.  Surgeon  General  used  the  most  up-to-date  laboratory  tests  and 
clinical  criteria  to  develop  the  following  consensus  set  of  criteria  for  drug  dependence; 

Criteria  for  Drug  Dependence. 

Primary  Criteria 

•  Highly  controlled  or  compulsive  use  - 

•  Psychoactive  effects 

•  Drug-reinforced  behavior 

Additional  Criteria 

•  Addiaive  behavior  often  involves: 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders.  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  181.  See  AR  (VoL  37  Ref.  8). 
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-Stereotypic  patterns  of  use 
rUse  despite  harmful  effects 
-relapse  following  abstinence 
-recurrent  drug  cravings 
•  Dependence-producing  drugs  often  produce: 

-tolerance 

-physical  dependence 
-pleasant  (euphoriant)  effects^^ 

The  laboratory  and  clinical  perspectives  on  drug  addiction  embodied  in  the  criteria 
of  die  U.S.  Surgeon  General  and  the  American  Psychiatric  Association  are  entirely 
consistent.  Moreover,  the  definitions  of  addiction  used  by  all  other  world  scientific 
authorities,  such  as  WHO^  and  the  Royal  Society  of  Canada,*’  share  the  same  principles, 
differing  from  each  other  only  in  wording  and  emphasis. 

To  assess  whether  nicotine  is  addictive  and  whether  consumers  are  addicted  to 
nicotine,  FDA  utilized  these  modem  laboratory  and  clinical  perspectives  on  addiction 
supported  in  principle  by  every  relevant  medical  authority  in  the  world. 

The  modem  conception  of  addiction  is  not  hazy.  It  does  not — ^as  the  tobacco 
industry  asserts  in  its  comments — encompass  food  ingredients,  activities,  or  daily  rituals. 
The  scientifically  accepted  method  of  identifying  addictive  dmgs  emphasizes  the 
pharmacological  basis  of  addiction,  rather  than  the  simple  observation  of  compulsive- 
appearing  behavior.  Addictive  drugs  are  now  known  to  exert  “psychoactive”  or  mood- 


Surgeon  General's  Report,  1988,  at  7.  See  AR  (VoL  129  Ref.  1592). 

1 

^  WHO,  The  ICD-10  Classification  of  Mental  and  Behavioural  Disorders:  Clinical  Descriptions  and 
Diagnostic  Guidelines  (Goieva:  World  Health  Organization,  1992),  at  75-76.  See  AR  (Vol.  43  Ref. 
175). 

Royal  Society  of  Canada,  Tobacco,  Nicotine,  and  Addiction:  A  Committee  Report,  prepared  at  the 
request  of  the  Royal  Society  of  Canada  for  the  Health  Protection  Branch,  Health  and  Welfare  Canada 
(Aug.  31, 1989),  at  v.  See  AR  (Vol.  62  Ref.  814). 
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altering  effects  and  to  affect  the  structure  and  function  of  certain  key  portions  of  the  brain 
that  motivate  repeated,  compulsive  use  of  the  substance.  By  activating,  inhibiting,  or 
mimicking  normal  central  nervous  system  processes,  dependence-producing  drugs  exert 
control  over  the  behavior  of  users.  Consumers  are  strongly  compelled  to  consume  these 
substances  for  the  pharmacological  effect  of  satisfying  addiction.  Methods  used  to 
identify  addictive  drugs  effectively  exclude  jogging,  eating  chocolate,  playing  computer 
■games,  or  similar  activities  because  these  activities  do  not  depend  upon  an  exogenously 
administered  drug. 

Contrary  to  the  suggestion  of  the  tobacco  industry,  application  of  the  criteria  for 
identifying  addictive  drugs  by  the  expert  organizations  responsible  for  this  task“  shows 
remarkable  consistency  across  organizations  and  has  resulted  in  the  current  identification 
of  a  very  small  number  of  truly  dependence-producing  drugs  and  drug  types.  These  are 
cocaine,  amphetamines,  nicotine/tobacco,  alcohol,  hallucinogens,  inhalants,  cannabis, 
phencyclidine,  opioids  (including  morphine  and  heroin),  and  the  class  of  sedatives, 
hypnotics,  and  anxiolytics.^’  Application  of  the  criteria  has  not  led  to  the  classification  of 

These  organizations  include  the  World  Health  Organization’s  Expat  Committee  on  Drug  Dependence, 
the  U.S.  Drug  Enforcement  Administration,  the  National  Institute  on  Drug  Abuse,  and  the  Fbod  and  Drug 
Administration. 

^’American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  175-177.  See  AR  (VoL  37  Ref.  8). 

WHO,  The  ICD-10  Classification  of  Mental  and  Behavioural  Disorders:  Clinical  Descriptions  and 
Diagnostic  Guidelines  (Geaevx  World  Health  Organization,  1992),  at  75-76.  AR  (Vol.  43  Ref. 

175). 

Since  no  two  of  these  substances  are  chemically  or  biologically  identical,  no  two  addictions  are  exactly  the 
same.  The  observation  that  dependence  on  nicotine  can  be  distinguished  in  some  respects  from  other 
addictions  (as  repeatedly  asserted  by  tobacco  industry  commons)  is  thus  irrelevant  to  whether  nicotine 
should  be  classified  as  addictive. 


55 


44712  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

II.A.3. 

carrots  or  jogging  or  any  of  the  other  activities  claimed  by  the  tobacco  industry  in  its 
comments  as  “addictive  drugs.”  A  key  reason  for  the  reliability  and  validity  of  the  modem 
definition  of  dmg  addiction  is  that  scientific  organizations  rely  upon  the  convergence  of 
results  from  several  different  test  procedures  before  determining  that  a  substance  is 
addictive.  In  assessing  whether  nicotine  is  addictive,  FDA  examined  a  wide  range  of  such 
laboratory  evidence,  as  well  as  epidemiological  evidence  of  whether  consumers  are 
addicted  to  tobacco  products. 

c.  Data  Establish  That  Nicotine  Is  Addictive  and  That  Consumers 
Use  Cigarettes  and  Smokeless  Tobacco  To  Satisfy  an  Addiction 

Animal  and  human  studies  demonstrate  that  nicotine  is  a  powerful  psychoactive 
agent  that  can  cause  dependence  by  producing  effects  in  the  brain  characteristic  of  other 
addictive  substances.  These  findings  have  been  widely  published  and  presented  and  discussed 
at  major  international  scientific  and  medical  meetings  since  the  1980’ s.  Numerous  laboratories 
throughout  the  world  have  replicated  the  core  findings  using  a  variety  of  techniques  and  have 
produced  convergent  results,  demonstrating  that  the  findings  are  reliable  and  valid.  A  wealth 
of  epidemiological  studies  coiqplements  these  laboratory  data  by  showing  that  smokers  and 
users  of  smokeless  tobacco  display  clinical  signs  and  synq^toms  of  addiction.  The  evidence 
that  has  led  to  the  nearly  universal  scientific  conclusion  that  nicotine  is  addictive  is 
discussed  in  the  following  sections. 

i.  Laboratory  Studies  Establish  That  Nicotine  Produces  Pharmacological 
Effects  Similar  to  Those  of  Other  Addictive  Substances.  The  tests  used  by  the  U.S. 

Surgeon  General  to  develop  its  consensus  definition  of  dmg  dependence  are  the  following: 
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•  Animal  and  human  “drug  discrimination”  tests,  which  assess  a  substance’ s  ability  to 
produce  psychoactive  effects  that  can  be  distinguished  from  those  of  other 
psychoaaive  substances; 

•  Tests  of  human  psychoactive  or  “subjective”  effects,  which  assess  a  substance’s  ability 
to  produce  changes  in  perception,  mood,  and  behavior, 

•  Human  and  animal  drug  “self-administration”  tests,  which  assess  a  substance’s  ability 
to  induce  repeated,  compulsive  use  by  functioning  as  a  “positive  reinforcer”;  and 

•  Tests  for  physiological  dependence,  which  assess  a  substance’s  ability  to  produce 
tolerance  and  a  withdrawal  syndrome. 

These  tests  of  an  addictive  drug  are  widely  accepted  for  their  validity.^  They  are 
the  screening  tests  for  addictiveness  used  most  commonly  by  pharmaceutical 
manufacturers  and  regulatory  agencies,  as  evidenced  by  their  prominence  in  reports  by 
WHO,  reviews  by  the  National  Institute  on  Drug  Abuse  (NIDA)  and  the  College  on 
Problems  of  Drug  Dependence,  and  deliberations  by  the  Drug  Abuse  Advisory 
Committee,  which  primarily  serves  FDA. 

Thus,  these  tests  were  not  invented  or  selectively  used  to  evaluate  nicotine. 

Rather,  they  have  been  used  to  screen  drugs  of  abuse  for  more  than  two  decades  before 
FDA’s  current  deliberations  concerning  nicotine.  Upon  review  of  the  evidence  in  the 


Surgeon  General’s  Report,  1988,  at  270-2%.  See  AR  (VoL  129  Ref.  1592). 

Balster  RL,  Drug  abuse  potential  evaluation  in  animals,  British  Journal  of  Addiction  1991;86;  1549-1558. 
Se€AR(VoL8Ref.89). 

Surgeon  General's  Report,  1988,  at  269-270.  See  AR  (VoL  129  Ref.  1592). 
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administrative  record,  FDA  concludes  that  nicotine  tests  positive  in  all  relevant  laboratory 
tests  for  addictive  potential. 

Testing  for  psvchoactivity.  Psychoactivity  is  a  hallmaik  charaaeristic  of  all 
dependence-producing  drugs.  Psychoactive  effects  (sometimes  also  referred  to  as  “subjeaive 
effects”)  are  changes  in  nxxxl  or  feelings  that  result  from  the  pharmacological  effects  of  the 
substance  on  the  central  nervous  system.  Changes  in  mood  or  feelings  that  are  not  produced 
pharmacologicaliy  are  not  considered  psychoactive  effeas.  The  psychoaaivity  of  a  drug  is 
evaluated  in  “dmg  discrimination”  studies  and  “subjective  effiscts”  studies. 

Drug  discrimination  studies.  Drag  discrimination  studies  evaluate  the  psychoactivity  of 
a  drag  by  testing  whether  animal  or  human  subjeas  can  reliably  differentiate  the  drag  from 
placebo.  A  drag  that  can  be  so  differentiated  is  considered  a  “discriminative  stimulus.”  The 

I 

tests  allow  direct  comparisons  of  a  drag’s  effects  to  known  dependence-producing  drags.’®  < 

The  drag  discriinination  paradigm  is  routinely  used  in  precUnical  assessment  of  the  abuse 
potential  of  a  drag  and  is  considered  to  be  an  animal  model  for  human  subjective  reactions  to 
drags.’* 

Like  other  dependence-producing  drags,  including  cocaine,  an^hetamine,  morphine, 
marguana,  and  alcohoL  nicotme  tests  positive  in  aniinal  dnig  discrimination  tests.  FDA‘ 
referred  to  numerous  studies  documenting  this  result  in  the  Jurisdictional  Analysis  and  its 
appendix.’^  Usinga  variety  of  drag  discrimination  paradigms,  researchers  have  shown  that 


^  Balsio:  RL,  I>ug  abuse  poiratial  evaluation  in  aiimals,  British  Journal  of  Addiction  1991;8d'  1549- 
1558.  Se«AR(VoL8Rcf.89). 

Surgeon  General’s  Report,  1988,  at  274-275.  See  AR  (VoL  129  Ret  1592). 

^  See  appendix  1  to  Jurisdictiooal  Analysis  at  23-25.  See  AR  (VoL  1  Appendix  1). 
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discrimination.’^  These  studies  demonstrate  that  nicotine’s  psychoactive  effects  are  the  direct 
results  of  its  aaions  in  the  brain. 

Human  drug  discrimination  tests  for  nicotine  are  also  positive.  Using  a  drug 
discrimination  procedure  anabgous  to  those  employed  with  animals,  Kallman  and  colleagues 
originally  demonstrated  that  nicotine,  as  delivered  by  the  inhalation  of  tobacco  smoke,  acts  as 
a  discriminative  stimulus  in  humans.’^  Recently,  Perkins  et  al.  demonstrated  that  intranasally 
adnrimistered  nicotiiie  also  fiinaions  as  a  discriiniiiative  stimulus  in  huinan  volunteers.  This 
result  from  a  produa  that  produces  no  sensory  effects  from  smoke  confirms  that  the 
pharmacological  aaion  of  nicotine — rather  than  the  taste  or  flavor  of  tobacco  smoke — 
produces  these  hallmark  psychoactive  effects.’® 

Psychoactive  effects.  Psychoactive  or  subjective  effegts  produced  by  addictive 
drugs  may  range  from  very  mild  relaxation  to  intense  intoxication  or  impaired  cognitive 
abilities.*®  Assessment  in  humans  of  the  subjective  effects  of  addiaive  drugs  involves 
giving  either  drug  or  placebo  to  volunteers  and  then  asking  them  to  report  what  they  feel. 

Roseoans  JA  Chance  WT,  Cbdinergic  and  non-cfadinergic  aspects  d  the  discriminative  stimulus  {Mroperties 
of  nicotine,  in  Discriminative  Stimulus  Properties  of  Drugs,  cd  Lai  H  (New  York:  Henum  Press,  1977),  at 
155-185.  &eAR(\'oL42Re£  126). 

Rosecxans  JA  Mdtzer  LT,  Central  sites  and  mechanism  of  action  of  nicotine,  Neuroscience  and 
Biobehavioral  Reviews  1981;5(4):497-501.  See  AR  (VoL  42  Ref.  127). 

Meltzer  LT,  Rosecrans  JA  Aceto  MD,  et  al.,  E)iscriminative  stimulus  properties  of  the  optical  iscHoers  of 
nicotine.  Psychopharmacology  198C);68:283-286.  See  AR  (VoL  41  Rrf.  106). 

Kallman  WM,  Kallman  MJ,  Harry  GJ,  et  al..  Nicotine  as  a  discriminative  stimulus  in  human  subjects, 
in  Drug  Discrimination:  Applications  in  CNS  Pharmacology,  eds.  Colpaert  FC,  Slangen  JL 
(Amsta-dam:  Elsevier  Biomedical  Press,  1982),  at  21 1-218.  See  AR  (Vol.  41  Ref.  89). 

’’  Perkins  K,  Grobe  J,  Scierka  A  Discriminative  stimulus  effects  of  nicotine  in  smokers,  in 
International  Symposium  on  Nicotine:  The  Effects  of  Nicotine  on  Biological  Systems  II,  eds.  Clarke  PBS, 

Quik  M,  Thurau  K,  Adlkofer  F  (Basel;  Birkhauser  Verlag,  1994),  at  1 1 1.  See  AR  (Vol.  42  Ref.  111). 

“  Surgeon  General's  Report,  1988,  at  270.  See  AR  (Vol.  129  Ref.  1592). 
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Individuals  with  histories  of  addictive  drug  use  report  what  drug,  if  any,  the  test  drug  feels 
like.  This  testing  helps  determine  whether  the  test  drug  produces  any  effects  on  mood  and 
feeling  that  resemble  those  of  previously  studied  drugs.  Individuals  with  histories  of  using 
a  variety  of  addictive  drugs  and  who  report  “liking”  the  effects  of  several  types  of  drugs 
help  assess  the  addictiveness  of  the  test  drug.  These  individuals  are  asked  to  evaluate  the 
ability  to  feel  a  drug  effect,  to  rate  how  much  they  “like”  the  drug  effect,  and  to  attempt  to 
identify  the  drug  that  was  given  from  a  list  of  widely  used  and  abused  drugs.  Results  that 
show  consistent  kinds  of  effects  across  drugs  confirm  that  these  drugs  are  appropriately 
^categorized  together  as  addicting  drugs.** 

Nicotine  produces  significant  psychobgical  sensations  whether  inhaled  or  injected.  In 
one  study,  smokers  with  histories  of  abuse  of  other  drugs  identified  intravenous  or  inhaled 
nicotine  as  being  a  euphoriant  similar  to  cocaine  or  an^hetamine.*^  With  a  common  measure 
of  the  subjective  effects  of  addictive  dmgs  (the  Addictbn  Research  Center  Inventory),  nicotine 
produced  dose-related  increases  in  the  “euphoria”  scale  (also  known  as  the  Morphine- 
Benzedrine  Group  Scale  or  MBG)  and  the  “liking”  scab,  showing  that  nicotine  produces 
subjective  effects  similar  to  those  of  other  addictive  drugs.  This  study  essentially  extended 
the  original  finding  of  Johnston  in  1942,  who  had  argued  from  the  premise  that  “smoking 
tobacco  is  essentially  a  means  of  administering  nicotine,  just  as  smoking  opium  is  a  means 
of  administering  morphine.”*^  In  his  study,  Johnston  administered  intravenous  injections 

Id.  at  271-272. 

Henningfield  JE,  Miyasato  K,  Jasinski  DR,  Abuse  liability  and  pharmacodynamic  characteristics  of 
intravenous  and  inhaled  nicotine.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1985;234:1- 
12.  AR(VoL39Ref.69). 

Johnston  LM,  Tobacco  smoking  and  nicotine.  Lancet  1942;2:742.  See  AR  (VoL  278  Ref.  3947). 
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of  nicotine,  in  doses  comparable  to  those  that  people  obtain  from  cigarettes  or  smokeless 
tobacco,  to  cigarette  smokers  to  determine  both  nicotine’s  effects  and  its  potential 
usefulness  in  helping  people  abstain  from  tobacco.  He  found  that  the  nicotine  injections 
produced  “psychic”  effects  that  “closely  resembled”  those  of  cigarette  smoke  inhalation, 
were  pleasant  for  smokers,  and  left  the  smokers  “disinclined  to  smoke.”  See  also  section 
Il.C.b.b.  (comment  1). 

Similar  findings  were  also  obtained  in  a  study  by  Jones  et  al.^  who  found  that 
intravenous  nicotine  injeaions  in  doses  comparable  to  those  that  people  obtain  from 
cigarettes  or  smokeless  tobacco  produced  “a  pleasurable  stimulant-like  sensation  that 
many  of  them  termed  a  ‘rush.’”  Half  of  the  subjects  tested  requested  substantially  higher 
doses.*^  More  recently,  these  early  results  have  been  confirmed  by  Pomerleau  and 
Pomerleau,  Perkins  et  al.y  and  Sutherland  et  a/.,  who  have  found  that  nicotine  delivered 
from  cigarettes,  intravenous  injection,  and  intranas^l  spray  produces  psychoaaive  and 
mood-altering  effects  consistent  with  those  of  other  addictive  drugs 


**  Jcmes  RT,  Farrell  TR  III,  Heming  RI,  Tobacco  smoking  and  nicotine  tolerance,  in  Self-Administration 
of  Abused  Substances:  Methods  for  Study,  ed.  Krasnego  NA,  NIDA  Researdi  Mcmograph  20  (Rockville 
MD:  National  Institute  on  Drug  Abuse,  1978),  at  202-208.  See  AR  (VoL  41  Ref.  88). 

Pomerleau  CS,  Pomerleau  OF,  Ei^dioriant  effects  of  nicotine  in  smdcers.  Psychopharmacology 
1992;108:460-465.  See  AR  (VoL  87  Ref.  426). 

Peridns  KA,  Grobe  JE,  Epstein  LH,  et  al..  Effects  of  nicotine  on  subjective  arousal  may  be  dependoit  on 

baseline  subjective  state,  Journal  of  Substance  Abuse  1992;4: 131-141.  See  AR  (VoL  348  Ref.  5516). 

* 

Perkins  KA,  Grobe  JE,  Epstein  LH,  et  al..  Chronic  and  acute  tolerance  to  subjective  effects  of  nicotine. 
Pharmacology,  Biochemistry  and  Behavior  1993;45:375-381.  AR(VoL  271  Ref.  3728). 

Sutho'land  G,  Stapletcm  JA,  Russell  MAH,  et  al..  Randomised  controlled  trial  of  nasal  nicotine  spray  in 
smddng  cessation.  Lancet  1992;340:324-329.  See  AR  (VoL  91  Ref.  527). 

Sutherland  G,  Russell  MA,  Stapleton  J,  et  al..  Nasal  nicotine  SfH'ay:  a  rapid  nicotine  delivery  system. 
Psychopharmacology  1992;108:512-518.  AR(VoL  9J  Ref.  526). 
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The  tobacco  industry  contends  that  tobacco  is  used  for  pleasure.  So,  too,  is 
cocaine  used  for  pleasure.  These  data  establish,  however,  that  receiving  nicotine  through  a 
route  that  does  not  provide  any  sensory  qualities  of  tobacco  use  (e.g.,  through  the  venous 
system)  also  is  pleasurable.  Thus,  the  pharmacological  effects  of  nicotine  administered 
through  non-inhalation  routes  are  able  to  produce  the  characteristic  psychoactive  effects 
of  tobacco  use. 

Self-administration  testing.  In  self-administration  testing,  human  or  animal  subjects 
are  given  access  to  a  drug  and  then  evaluated  for  their  tendency  to  seek  repeated  doses  of  the 
drug.  The  self-administration  test  determines  the  ability  of  a  drug  to  sustain  drug-seeking 
behavior — one  of  the  key  distinguishing  features  of  dmg  dependence.  The  self-administratfon 
test  is  widely  used  to  determine  whether  a  drug  can  control  behavior,  a  dmg  whose  intake 
leads  to  more  consun^ion  is  called  a  “positive  reinforcer.”  It  is  generally  accepted  in  the 
scientific  community  that  the  ability  of  addictive  dmgs  to  serve  as  positive  reinforcers  is  the 
core  property  that  promotes  the  development  and  maintenance  of  addiction.*® 

Self-administration  procedures  using  primates  and  rats  have  been  shown  to  be  valid  and 
reliable  predictors  of  the  potential  for  a  compound  to  result  in  dmg  dependence.  TTiere  is  a 
strong  correlation  between  the  types  of  dmgs  that  serve  as  reinforcers  in  animals  and  the  dmgs 
associated  with  addiction  in  humans.*^ 

Henningfield  JE,  Miyasato  K,  Jasinski  DR,  Abuse  liability  and  pharmacodynamic  characteristics  of 
intravenous  and  inhaled  nicotine.  Journal  of  Pharmacology  and  Experimental  Therapeutics, 

1985;234<1):1-12.  AR  (VoL  39  Ref.  69). 

Balster  RL,  Drug  abuse  potential  evaluation  in  animals,  British  Journal  of  Addiction  1991;86:1549- 
1558.  5eeAR(VoL8ReC89). 

Griffiths  RR,  Bigelow  GE,  Henningfidd  JE,  Similarities  in  animal  and  human  drug-taking  bdiavior. 

Advances  in  Substance  Abuse  1980;  1: 1-90.  See  AR  (Vol.  8  Ref  91-2). 
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Animal  self-administration  studies,  using  a  variety  of  administration  schedules  and 
controls,  have  shown  that  nicotine  functions  as  a  positive  reinforcer  across  several  species.** 
Nicotine  is  more  avidly  self-administered  when  available  on  an  intermittent  schedule  than  when 
fineely  available.*^  Since  tobacco  users  self-administer  intemiittent  doses  of  nicotine  per 
cigarette  or  pinch  of  smokeless  fobacco,  the  schedule  of  nicotine  administration  that  is  most 
reinforcing  in  animals  corresponds  to  the  pattern  of  aaual  tobacco  consumption. 

Consistent  with  animal  setf-administration  studies,  analogous  studies  with  humans  in 
the  1980’s  demonstrated  that  nicotine  serves  as  a  positive  reinforcer  under  controlled 
laboratory  conditions.^^  Subjects  self-administered  intravenous  nicotine  in  a  regular  and 


Wodverton  WL,  Nader  MA,  Experimental  evaluation  of  the  reinforcing  ^ects  drugs,  in  Modem  Methods  in 
Pharmacology^  eds.  Adler  MW,  Cowen  A  (New  Yoric  Wiley-Liss,  1990X  6:165-192.  See  AR(V(A  535 
Ret  96,  voL  IRN). 

^  Goldberg  SR,  Spealman  RD,  Gdldberg  DM,  Persistent  bdiavior  at  high  rates  maintained  by  intravenous  sdlf- 
administration  of  nicotine#  Science  1981;214;573-575.  See  AR  (Vd.  5  Ret  35-2). 

(jddberg  SR,  Spealman  RD,  Maintenance  and  suj^ression  of  behavior  by  intravenous  nicotine  injections  in 
squirrel  monkeys.  Federation  Proceedings  1982;41(2):216-220.  See  AR(VcA.  39  Ret  52). 

Spealman  RD,  Gddberg  SR,  Maintenance  of  scheduled-oontrdled  bdiavior  by  intravenous  injections  of 
nicotine  in  squirrel  monkeys.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1982;223(2):402-408. 
SeeAR(VoL42Ret  146). 

Risner  ME,  Goldberg  SR,  A  axnparison  of  nicotine  and  cocaine  sdf-administration  in  the  dog:  fixed-ratio  and 
progressive-ratio  schedules  of  intravenous  drug  infusion.  Journal  of  Pharmacology  and  Experimental 
Therapeutics  1983;224(2):319-326.  See  AR(VoL  42  Ret  119). 

CjQX  BM,  Gcddstdn  A,  Ndson  WT,  Nicotine  sdf-administration  in  rats,  British  Journal  of  Pharmacology 
1984;83:49-55.  See  AR  (VoL  8  Ret  93-1). 

SUfer  BL,  Balster  RL,  Intravenous  sdf-administration  of  nicotine;  with  and  without  sdhedule-induction. 
Pharmacology,  Biochemistry  and  Behavior  1985;22:61-69.  See  AR  (VoL  8  Ret  93-3). 

Corrigall  WA,  Coen  KM,  Nicotine  maintains  robust  self-administration  in  tats  on  a  limited  access 
schedule.  Psychopharmacology  1989;99:473-478.  See  AR  (VoL  347  Ret  5495). 

Surgeon  General's  Report,  1988,  at  182-189.  See  AR  (Vol.  129  Ret  1592). 

Henningfield  JE,  Miyasoto  K,  Jasinsld  DR  Cigarette  smokers  self-administer  intravenous  nicotine. 
Pharmacology,  Biochemistry  and  Behavior  1983;19:887-890.  See  AR(Vol.  8  Ret  97). 
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orderly  pattern,  giving  themselves  amounts  of  nicotine  comparable  to  those  they  were 
accustomed  to  receiving  firom  their  cigarettes.  These  studies  deinonstrate  that  the 
pharmacological  effects  of  nicotine  can  explain  why  people  engage  in  convulsive  consumption 
of  tobacco. 

At  a  molecular  level,  nicotine’s  reinforcing  effects  ate  widely  believed  to  be  a 
consequence  of  its  aaions  on  specific  areas  in  the  central  nervous  system.  Within  the  scientific 
community,  a  consensus  has  emerged  that  nicotine,  like  other  zuklictive  drugs  such  as  cocaine, 
anvhetamine,  and  morphine,  causes  addiction  by  increasing  the  activity  of  the  neurotransmitter 
dopamine  within  the  mesolimbic  system  of  tte  brain.’^  A  very  recent^study,  which  expaixls  on 
and  confirms  earlier  studies,  has  demonstrated  that  nicotine,  at  doses  known  to  be  self- 
administered,  mimics  the  effects  of  cocaine,  morphine,  and  amphetamines  in  the  noesolimbic 
system,  by  selectively  increasing  dopamine  transmission  and  energy  metabolism  in  a  specific 
region  of  the  nucleus  accumbens  previously  shown  to  be  important  in  mediating  the  addictive 
effects  of  these  drugs.^^ 


Surgeon  General's  Rqxxt,  1988,  at  191  See  AR  (Vd.  129  Ref  1592). 

Clarke  PBS,  Mesolimbic  dopamine  activation — the  key  to  nicotine  reinforcement?  CIBA  Foundation 
Symposium  1990,152:153-168.  Sec  AR(VoL  3  Ref.  19-2). 

Cocrigall  WA,  Coen  KM,  Sdective  dopamine  antagonists  reduce  nicodne  sdf-administration. 
Psychopharmacology  1991;104:171-176.  AR  (VoL  66  Ref  30). 

Corrigall  WA,  Franklin  KBJ,  Coen  KM,  et  al..  The  mesolimbic  dcvaminergic  system  is  implicated  in  the 
reinforcing  effects  of  nicotine,  Psychopharmacology  1992;107:285-289.  See  AR  (VoL  8  Ref.  93-4). 

Iverson  LL, . . .  harmful  to  the  brain.  Nature  1996;382:206-207.  See  AR  (VoL  71 1  Ref.  51). 

Pontieri  FE,  Tanda  G,  Orzi  F,  et  al..  Effects  of  nicotine  on  the  nucleus  accumbens  and  similarity  to 
those  of  addictive  drugs.  Nature  19%;382: 255-257.  AR(VoL  711  Ref.  51). 


65 


44722  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

II.A.3. 

Observing  that  food,  water,  and  salt  also  increase  dopamine  activity  in  the 
mesolimbic  system,  the  tobacco  industry  comments  that  nicotine’s  action  is  not  unique. 

FDA’s  finding,  however,  is  not  that  nicotine’s  role  in  this  systwn  is  unique,  but  that  it  is 
significant.  Indeed,  the  tobacco  industry’s  own  observation  on  food,  water,  and  salt 
reflects  the  significance  of  nicotine’s  action.  As  researchers  have  noted,  the  mesolimbic 
“reward”  system  of  the  brain  naturally  reinforces  the  intake  of  essential  substances  (such 
as  food,  water,  and  salt)  because  these  substances  are  necessary  for  human  existence. 

Without  an  intrinsic  reward  for  eating  and  drinking,  humans  would  perish.  Researchers 
believe  that  addictive  substances  such  as  nicotine,  amphetamine,  cocaine,  and  morphine 
are  so  powerful  precisely  because  they  activate  and  even  control  this  natural  system  of 
reward.  Indeed,  the  same  scientists  quoted  by  the  tobacco  industry  state  that  “nicotine 
could  substitute  for  food  or  other  reinforcers”  in  the  mesolimbic  system.^^  That  nicotine 
can  mimic  life-sustaining  substances  and  alter  such  a  pivotal  neurological  system 
demonstrates  its  substantial  effea  on  the  structure  and  function  of  the  human  body. 

Withdrawal  and  tolerarK:e.  Documentation  of  a  drug  withdrawal  syndrome  is  the 
prima^  method  of  establishing  that  a  substance  causes  physical  dependence.  According  to  the 
Surgeon  General,  “[mjeasurement  of  drug  withdrawal  phenomena  entails  recording 
physiological,  sutyective,  and  behavbral  responses  that  occur  when  drug  administration  is 
terminated.”®^  Numerous  studies  document  a  charaaeristic  withdrawal  syndrorne. 


Mifsud  JC,  Hernandez  L,  Hoebel  BG,  Nicotine  infused  into  the  nucleus  accumbois  increases  synaptic ' 
dopamine  as  measured  by  in  vivo  microdialysis.  Brain  Research  1989;478(2):365-367,  at  367.  See  AR 
(VoL  535  Ref.  %,  vol.  in.J). 

Surgeori  General's  Report,  1988,  at  291.  See  AR  (VoL  129  Ref.  1592). 
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including  both  physiological  and  psychological  symptoms,  associated  with  nicotine 
abstinence.^^  Widely  used  criteria  for  diagnosing  withdrawal  come  from  the  American 
Psychiatric  Association’s  DSM-IV,  which  defines  Nicc^e  Withdrawal  Syndrome  as  four 
(or  more)  of  the  following  symptoms  within  24  hours  after  cessation  of  use:  dysphoric  or 
depressed  mood;  insomnia;  irritability,  frustration,  or  anger,  anxiety,  difficulty 
concentrating;  restlessness;  decreasikl  heart  rate;  increased  appetite  or  weight  gain.’* 
Although  nicotine  withdrawal  is  not  as  life-threatening  as  withdrawal  from  alcohol  or 
some  barbiturates,  it  is  comparable  to  or  stronger  than  withdrawal  from  such  other 
stimulants  as  cocaine  and  can  be  highly  disruptive  to  personal  life.’’  After  several  weeks 
of  nicotine  exposure,  users  who  are  deprived  of  nicotine  for  more  than  a  few  hours  can 
develop  withdrawal  symptoms.’*  Withdrawal  symptoms  after  quitting  tobacco  use  can 
persist  for  months.” 

The  tobacco  industry  contends  that  nicotine  withdrawal  is  associated  only  with 
psychological  changes;  the  evidence,  however,  demonstrates  that  tobacco  abstinence  also 
causes  significant  physiological  effects  on  the  body.  These  effects  include  decreased  heart 


”  Id.  at  197-207. 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 
(Washington  E>C:  American  Psychiatric  Association,  1994),  at  244-245.  See  AR  (VoL  37  Ref.  8). 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addictitm.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ref.  96,  vol.  ffl.A). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics.  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  548.  See  AR  (VoL  535 
Ref  96,  voL  II1.G). 

”  Ryan  FJ,  Cold  turkey  in  Greenfield,  Iowa:  a  follow-up  smdy,  in  Smoking  Behavior:  Motives  and 
Incentives,  ed.  Dunn  WL  (WashingUm  DC:  VH  Winston  &  Sons,  1973),  at  231-234.  See  AR  (VoL  8 
Ref  105). 
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rate  at  rest  and  after  standing,  alteration  of  the  electroencephalogram  (EEG,  a  measure  of 
brain  electrical  activity),  skin  temperature  changes,  and  disruptions  in  sleep  patterns.*®” 
Studies  have  also  demonstrated  that  tobacco  withdrawal  can  cause  an  increase  in  weight. 
This  weight  increase  may  be  attributed  to  increased  caloric  intake,  decreased  metabolism, 
and  decreased  energy  expenditure  during  nicotine  withdrawal.*®*  The  physiological  signs 
of  nicotine  withdrawal  are  substantially  reversed  when  nicotine  is  given  in  a  form  other 
than  tobacco.*®^ 

Significant  behavioral  and  subjective  symptoms  common  to  nicotine  withdrawal 
include  depression,  anger,  irritability,  anxiety,  poor  concentration,  and  restlessness.*®^ 


West  RJ,  Jarvis  MJ,  Russell  MAH,  et  al..  Effect  of  nicotine  replacement  on  the  cigarette  withdrawal 
syndrome,  British  Journal  of  Addiction  1984;79(2):215-2i9.  See  AR  (VoL  8  Ref.  102-1). 

Hughes  JR,  Hatsukami  D,  Signs  and  symptoms  of  tobacco  withdrawal.  Archives  of  General  Psychiatry 
1986;43:289-294.  See  AR  (VoL  8  Ref.  102-2). 

Hughes  JR,  Higgins  ST,  Hatsukami  D,  Effects  of  abstinence  from  tobacco:  a  critical  review,  Research 
Advances  in  Alcohol  and  Drug  Problems  1990;10:317-398,  at  382.  See  AR  (Vol  535  Ref.  96,  vol.  III.G). 

Wack  JT,  Rodin  J,  Smoking  and  its  effea  on  body  weight  and  the  systems  of  caloric  regulations, 
American  Journal  of  Clinical  Nutrition  1982;35(2):366-380.  See  AR  (VoL  8  Ref.  103-1). 

Glauser  SQ  Glauser  EM,  Reidenberg  MM,  et  al..  Metabolic  changes  associated  with  the  cessation  of 
cigarette  smoking.  Archives  of  Environmental  Health  1970;20:377-381.  See  AR  (VoL  8  Ref.  103-2). 

Surgetm  General's  Report,  1988,  at  208.  See  AR  (VoL  129  Ref.  1592). 

See.  e.g.,  Hughes  JR,  Hatsukami  D,  Signs  and  syn^toms  of  tobacco  withdrawal.  Archives  of  General 
Psychiatry  1986;43:289-294.  See  AR(VoL  8  Ref.  102-2). 

Centers  for  Disease  Control  and  Prevention,  Reasons  for  tobacco  use  and  symptoms  (tf  nicotine 
withdrawal  among  adolescent  and  young  adult  tobacco  usets-United  States,  1993,  Morbidity  and 
Mortality  Weekly  Report  1994;43(41): 745-750.  See  AR  (VoL  7  Ref.  86). 

Hughes  JR,  Nicotine  wididrawal,  dq)endence,  and  abuse,  in  DSM-IV  Sourcebook,  eds.  Widiger  T, 
Frances  A,  et  al.  (Washington  DC:  American  Psychiatric  Association,  1994),  1 :109-1 16.  See  AR  (Vol. 
535  Ref.  96,  vol.  11I.F). 

West  RJ,  Jarvis  MJ,  Russell  MAH,  et  al..  Effect  of  nicotine  r^lacement  (mi  the  cigarette  withdrawal 
syndrome,  British  Journal  of  Addiction  1984;79(2):215-219.  See  AR  (VoL  8  Ref.  102-1). 
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Dependent  smokers  also  show  substantial  withdrawal  symptoms  within  a  day  of  nicotine 
abstinence.*®^  These  psychological  symptoms  are  substantially  reversible  or  preventable 
by  providing  nicotine  in  the  form  of  conventional  cigarettes  or  by  providing  equivalent  or 
lower  doses  of  nicotine  in  other  forms  (e.g.,  nicotine  gum)  including  forms  without  the 
taste  of  nicotine  (e.g.,  nicotine  patches).*®^ 

Withdrawal  from  smokeless  tobacco  also  causes  physiological  changes  attributable 
to  nicotine  abstinence.  Hatsukami  and  colleagues  showed  the  following  changes  in  users 
deprived  of  chewing  tobacco:  (1)  decreased  heart  rate  at  rest  and  after  standing;  (2) 
increased  craving  for  tobacco;  (3)  increased  confusion  score  on  the  Profile  of  Mood  States 
(POMS)  (this  measures  tension/anxiety,  depression/dejection,  confusion,  anger/hostility, 
vigor,  and  fatigue);  (4)  increased  eating;  (5)  increased  number  of  sleep  interruptions;  and 
(6)  increased  total  scores  on  a  withdrawal  symptom  checklist  for  both  self-rated  and 
observer-rated  measures.*®^ 


Jaffe  JH,  Drug  addicticxi  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  548.  See  AR  (VoL  535 
Ref.  96,  voL  III.G). 

Surgeon  General’s  Report,  1988,  at  470-485.  See  AR  (VoL  129  Ref.  1592). 

Robinson  JH,  Pritchard  WS,  Davis  RA,  Psychophannacological  effects  of  suKddng  a  cigarette  with  typical 
“tar”  and  carbon  mcxioxide  yields  but  minimal  nicotine.  Psychopharmacology  1992;108:466-472.  See 
AR  (Vol.  59  Ref.  236). 

Fagerstrom  KO,  Sawe  U,  Tonnesoi  P,  Therapeutic  use  of  nicotine  patches:  efficacy  and  safety.  Journal  of 
Drug  Development  1993;5:191-205.  See  AR  (VoL  76  Ref.  156). 

Fime  MC  Jorenby  DE,  Baker  TB,  et  al..  Tobacco  dependence  and  the  nicotine  patch.  Journal  of  the 
American  Medical  Association  1992;268:2687-2694.  See  AR  (VoL  351  Ref.  5609). 

Hatsukami  DK,  Gust  SW,  Keman  RM,  Hiysiologic  and  subjective  changes  from  smdceless  tobacco 
withdrawal.  Clinical  Pharmacology  and  Therapeutics  1987;41:103-107.  See  AR  (VoL  7  Ref.  73). 
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A  second  key  test  of  a  substance’s  ability  to  produce  physical  dependence  is 
whether  it  promotes  tolerance.*®^  Tolerance  occurs  when  responses  produced  by  an  initial 
dose  are  diminished  with  repeated  doses,  so  that  increasing  doses  are  necessary  to 
reproduce  the  initial  effects.  Tolerance  to  some  effects  of  a  substance  can  be  acute, 
occurring  within  hours  to  days,  while  tolerance  to  other  effects  develops  chronically  as  a 
result  of  long-term  substance  exposure. 

Tobacco  users  become  tolerant  to  nicotine  both  acutely  and  chronically.*®*  After  a 
single  night  of  abstinence,  the  nervous  system*®’  and  the  cardiovascular  system*  *®  are 
highly  responsive  to  small  doses  of  nicotine.  But  after  the  administration  of  the  equivalent 
of  a  few  cigarettes,  the  responsiveness  of  the  human  body  to  nicotine  declines  markedly. 

Thus,  a  cigarette  smoked  in  the  middle  of  the  day  may  not  elicit  the  same  psychological  or 
physiological  response  in  a  cigarette  smoker  as  one  smoked  earlier  in  the  morning.  This 
severe  degree  of  acute  tolerance  seems  to  greatly  exceed  that  produced  by  cocaine  and  to 
be  more  comparable  to  that  produced  by  morphine.*  *  * 

Tolerance  to  other  effects  of  nicotine  develops  over  weeks  and  months.  For 
example,  new  smokers  often  experience  nicotine-related  effects  such  as  dizziness,  nausea, 
intoxication,  vomiting,  and  headaches — symptoms  that  disappear  eventually  as  the 

Surgeon  General’s  Report,  1988,  at  50-54.  See  AR  (Vol.  129  Ref.  1592). 

Perkins  KA,  Grobe  JE,  Epstein  LH,  et  a/..  Chronic  and  acute  tolo^ce  to  subjective  effects  of  nicotine, 
Pharmacology,  Biochemistry  and  Behavior  1993;45:375-381.  See  AR  (VoL  271  Ref.  312&). 

^^Id. 

Surgeon  General’s  Report,  1988,  at  47-48.  See  AR  (VoL  129  Ref.  1592). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  533, 543,  548.  See  AR 
(VoL  535  Ref  %,  vol.  1I1.G). 
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smokers’  bodies  adapt  to  nicotine  and  tolerance  to  these  effects  develops."^  .  These  and 
other  examples  of  chronic  tolerance  (such  as  faster  nicotine  metabolism  among 
experienced  smokers)  are  consistent  with  laboratory  evidence  of  long-term  structural 
changes  in  the  brain  and  other  parts  of  the  body  from  nicotine  use."^ 

There  is  also  epidemiological  evidence  that  the  vast  majority  of  smokers  and 
smokeless  tobacco  users  increase  their  consumption  and  usage  of  tobacco  products  over 
time.  See  section  II.A.3  .c.ii.,  below.  This  escalation  of  dose  is  an  additional 
demonstration  of  the  development  of  tolerance.  Like  users  of  other  addictive  drugs, 
tobacco  users  eventually  reach  a  stable  level  of  consumption.”^ 

Laboratory  studies  on  drug  discrimination,  psychoactive/subjective  effects,  self¬ 
administration,  and  withdrawal  and  tolerance  thus  demonstrate  that  nicotine  has  the 
properties  of  an  addictive  drug. 

Nicotine  compared  to  saccharin  and  caffeine.  In  its  comments,  the  tobacco 

✓ 

industry  attempts  to  discount  a  multitude  of  laboratory  studies  of  nicotine  by  selectively 
pointing  to  a  single  test  used  to  screen  for  addictive  substances  and  arguing  that,  in  that 
test,  nicotine’s  effect  was  similar  to  saccharin’s.  From  this  premise,  the  industry  concludes 
that  nicotine  is  no  more  addictive  than  saccharin.  This  argument  misrepresents  the 
published  data  on  saccharin’s  and  nicotine’s  properties  and  overlooks  fundamental 

Department  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  Preventing  Tobacco  Use 
Among  Young  People:  A  Report  of  the  Surgeon  General  (Washington  DC:  Government  Printing  Office, 

1994),  at*138.  SeeAR(Wol  133  Ref.  15%). 

See  section  Il.A.3.i.  and  ii.,  below,  for  a  more  detailed  discussion. 

Jaffe  JH,  Drug  addiction  and  dnig  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-532).  See  AR  (Vol.  535  Ref. 

96,  vol.  III.G). 
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differences  between  saccharin  and  nicotine.  Contrary  to  the  tobacco  industry’s  argument, 
saccharin  has  not  been  shown  to  meet  the  most  fundamental  test  of  an  addictive  dmg, 
namely,  psychoactiye  effects  in  the  brain  that  account  for  its  appeal  to  humans  and 
animals.  Nicotine  to  been  shown  to  have  these  effects. 

In  contrast  to  nicotine,  which  can  be  pleasurable  even  when  injected  intravenously, 
saccharin  is  liked  primarily  because  of  its  taste.  For  example,  rats  can  be  trained  to  self- 
administer  oral  doses  of  saccharin  in  preference  to  water,  demonstrating  only  that  rats 
prefer  the  taste  oFsaccharin  to  that  of  water.  FDA  is  unaware  of  any  studies,  and  the 
tobacco  industry  cites  none,  in  which  rats  have  self-administered  saccharin  intravenously. 

Such  a  study  would  be  an  essential  step  in  proving  that  saccharin’s  appeal  lies  in  its  effects 
on  the  brain.  Moreover,  there  is  no  evidence  that  saccharin  produces  any  psychoactive 
effects.  In  contrast,  nicotine,  which  produces  no  such  pleasant  taste,  demonstrates  all  of 
the  properties  of  an  addictive  drug,  including  self-administration  and  psychoactivity, 
through  its  actions  on  the  central  nervous  system. 

The  tobacco  industry  also  argues  that  nicotine  is  similar  to  caffeine  in  tests  of 
addictive  potential.  FDA  disagrees.  In  conpirison  to  the  more  orderly  pattern  of  self¬ 
administration  observed  with  nicotine  and  stimulant  drugs,  the  pattern  of  caffeine  self¬ 
administration  is  generally  weak  and  sporadic  in  animals.^  Hence,  in  conpirison  to  known 

Heishman  SJ,  Henningfield  JE,  Stimulus  Itmctions  of  caffdne  in  humans:  rdation  to  dqpendence  potential. 
Neuroscience  and  Biobehavioral  Renews  1992;16:273-287.  See  AR  (VoL  79  Ret  230). 

Griffiths  RR ,  Woodson  Rdnfordng  properties  (tf  cafifdne:  studies  in  humans  and  laboratory  animals, 

Pharmacology.  Biochemistry  and  Behavior  1988;29(2):419-427.  See  AR  (Vd.  535  Ret  96,  vd.  RLE). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  524.  See  AR  (Vol.  535 
Ref.  voL  III.G). 
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drugs  of  dependence  (e.g.,  cocaine,  morphine,  and  nicotine),  caffeine  has  a  lower  relative 
dependence  potential  as  well  as  a  tow  risk  of  adverse  effects  in  amounts  currently  permitted  in 
foods  and  beverages.  ‘  Unlfloe  nicotine,  caffeine  is  not  recognized  as  a  dependence-producing 
substance  by  the  American  Psychiatric  Association^  and  the  World  Health  Organization."* 
The  laboratory  differences  between  nicotine  and  caffeine  are  reflected  in  the  different- 
patterns  of  substance  consumption.  Neal  Benowitz,  a  [Hominent  addiction  researcher,  noted 
that,  ‘ti]n  contrast  to  coffee  drinkers,  the  vast  majority  of  cigarette  smokers  exhibit  addictive 
behavior.”*  *’  The  wide  acceptance  of  decaffeinated  beverages  demonstrates  a  much  more 
general  ability  to  control  intake  and  minimize  undesirable  effects  of  caffeine.  Moreover,  while 
nicotine/tobacco  addiction  is  estimated  to  be  one  of  the  leading  causes  of  premature  death  in 
the  United  States,*^  caffeine  at  customary  doses  poses  few  risks  to  the  individual  or  to  society. 


^  Hdshman  SJ,  Henningfidd  JE,  Stimulus  functioos  d  caf^e  in  humans:  relatico  to  dependence  potential. 
Neuroscience  and  Biobehavioral  Reviews  1992;16:273-287.  See  AR  (Vd.  79  Ret  230). 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ret  96,  vol.  HLA). 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 
(Washington  DC:  American  Psychiatric  Association,  1994),  at  176.  See  AR  (VoL  37  Ret  8). 

WHO,  The  lCD-10  Classification  of  Mental  and  Behavioural  Disorders:  Clinical  Descriptions 
and  Diagnostic  Guidelines  (Gaieva:  World  Health  Organization,  1992),  at  75-76.  See  AR  (VoL  43 
Ret  175). 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Mescal  Clinics  of  North  America 
1992;76(2):415-437,  at  430.  See  AR  (VoL  535  Ret  96,  vol.  III. A). 

McGinnis  JM,  Foege  WH,  Actual  causes  of  death  in  the  United  States,  Journal  of  the  American 
Medical  Association  1993;270(18):2207-2212.  AR(VoL  2  Ret  15-1). 

Hearing  on  Preventive  Health:  An  Ounce  of  Prevention  Saves  a  Pound  of  Cure,  Before  the  Special 
Committee  on  Aging,  U.S,  Senate,  103d  Ctong.,  1  st  Sess.  2  (May  6, 1993)  (statement  of  Roger  Herdman, 
Maria  Hewitt,  Mary  Laschober,  on  smoking-related  deaths  and  finandal  costs:  Office  of  Technology 
Assessment  estimates  for  1990).  See  AR  (VoL  170  Ret  2024). 
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Thus,  the  average  tobacco  consumer — but  not  the  average  coffee  drinker — uses  tobacco 
despite  severe  health  risks,  a  clinical  sign  of  addiction.*^* 

In  summary,  widely  publicized  laboratory  studies  show  that  tobacco  use,  like  heroin 
and  cocaine  use,  is  a  behavioral-pharmacological  process  in  which  the  individuars 
continued  consumption  of  tobacco  is  controlled  by  a  psychoactive  and  reinforcing  drug 
that  exerts  its  control  through  the  central  nervous  system.  Thus,  nicotine  is  similar  to 
other  addiaive  drugs  in  every  relevant  aspect.  For  this  reason,  every  scientific  authority 
that  has  reviewed  the  results  of  the  laboratory  evidence  has  concluded  that  nicotine  is 
addictive. 

il  Epidemiological  Data  Establish  That  Many  Tobacco  Users  Are  Addicted. 

Numerous  well-publicized  studies  and  health  surveys  have  documented  the  characteristics 
of  nicotine  dependence  among  tobacco  users.  In  the  United  States,  clinical  criteria  to 
assess  addiction  come  from  the  DSM-IV  published  by  the  American  Psychiatric 
Association. 

Several  large  studies  have  confirmed  that  most  cigarette  smokers  qualify  for  a 
diagnosis  of  nicotine  dependence.  As  described  in  depth  in  the  appendix  to  the 
Jurisdictional  Analysis,  and  discussed  further  in  section  n.B.2.a.,  below,  as  many  as  92% 
of  smokers  are  addicted  to  cigarettes.*^  Smokers  are  more  likely  to  become  addicted  than 


American  Psydiiatiic  Associaticm,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4tfa  ed. 
(Washington  DC:  American  Psychiatric  Association,  1994),  at  181.  See  AR  (VoL  37  Ref.  8). 

See  t^^ndix  1  to  Jurisdictional  Analysis,  at  42-47.  See  AR  (Vol.  1  Appendix  1). 

In  the  Jurisdictional  Analysis  (60  FR  41576),  FDA  referred  to  rates  of  depoidence  among  “frequent 
smokers”  as  being  in  the  range  of  75%  to  90%.  In  this  document,  FDA  does  not  use  “frequent”  but  rather 
describes  the  definition  of  smokers  used  in  eadi  study.  See  sectiem  ILB.2.,  below. 
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users  of  other  dependence-producing  drugs,  including  cocaine,  alcohol,  marijuana, 
inhalants,  and  heroin.  Consistent  with  the  results  ftom  these  large  studies,  which 
assessed  the  prevalence  of  nicotine  dependence  as  defined  by  meeting  three  or  more  of  the 
seven  criteria  for  addiction,  are  the  findings  of  other  studies  that  assessed  the  proportion 
of  tobacco  users  meeting  individual  criteria.  Of  the  seven  criteria  listed  in  section  n.A.3.b., 
above,  DSM-FV  observes  that  six  are  readily  apparent  among  tobacco  users:  desire  to 
quit  or  unsuccessful  efforts  to  cut  down,  use  continued  despite  medical  problems,  a  great 
deal  of  time  spent  using,  use  of  substance  in  larger  amounts  and  longer  than  intended, 
withdrawal,  and  tolerance. These  results  strongly  support  the  conclusion  that  addiction 
to  nicotine  is  widespread  among  smokers. 

Although  there  have  been  no  population-based  studies  using  criteria  from  the 
Diagnostic  and  Statistical  Manual  of  Mental  Disorders  (DSM)  to  assess  rates  of 
addiction  to  smokeless  tobacco,  substantial  evidence  demonstrates  that  a  high  proportion 
of  smokeless  tobacco  users  meet  individual  DSM  criteria  for  addiction.  This  evidence 
strongly  supports  the  conclusion  that  a  substantial  proportion  of  such  users  are  addicted. 
In  1992,  the  Inspector  General  of  the  Department  of  Healtli  and  Human  Services 
estimated  that  approximately  75%  of  young  regular  users  of  smokeless  tobacco  are 
addicted. 

Anthony  JC,  Warner  LA,  Kessler  RC,  Comparative  epidemiology  of  dependence  on  tobacco,  alcohol, 
controlled  substances  and  inhalants;  basic  findings  from  the  Natitmal  Comorbidity  Survey,  Experimental 
and  Clinical  Psychopharmacology  1994;2;244-268.  See  AR  (VoL  37  Ref.  4). 

American  Psychiatric  As-sociation,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 
(Washington  DC:  American  Psychiatric  Association,  1994),  at  243.  See  AR  (VoL  37  Ref.  8). 

'  Department  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  Spit  Tobacco  and  Youth 
(Washington  DC;  GPO,  1992),  at  8.  See  AR  (Vol.  7  Ref.  76). 
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Data  demonstrating  that  a  high  proportion  of  smokers  and  users  of  smokeless 
tobacco  meet  individual  DSM  criteria  for  addiction  are  now  discussed. 

Desire  to  quit  or  unsuccessful  efforts  to  cut  down.  Each  year,  more  than  15 
million  people  in  the  United  States — almost  one-third  of  all  daily  smokers — ^  to  quit 
smoking.  Fewer  than  3%  of  smokers  achieve  1  year  of  abstinence.^“ 

Quitting  smokeless  tobacco  is  also  difficult  In  one  study,  only  2.3%  of  smokeless 
tobacco  users  at  a  cessation  clinic  were  able  to  remain  abstinent  for  6  months;  the  study 
concluded  that  using  smokeless  tobacco  may  be  more  addicting  than  cigarette  smoking.*^^ 

The  Centers  for  Disease  Control  and  Prevention  (CDC)  found  that  the  greater  the 
level  of  use  of  the  tobacco  product,  the  more  likely  young  people  were  to  report  that  “it’s 
really  hard  to  quit.”  This  increase  in  difficulty  quitting  as  the  amount  of  tobacco  consumed 
increases  demonstrates  a  dose-response  relationship,  one  of  the  characteristic  features  of 
pharmacological  effects.  This  dose-response  relationship  holds  true  for  both  cigarettes 
and  smokeless  tobacco  used  by  10-  to  22-year-olds.  For  example,  74%  of  young  people 
who  used  smokeless  tobacco  every  day  reported  that  it  was  very  difficult  to  quit, 
compared  to  only  1 1%  who  used  smokeless  tobacco  1  to  14  days  a  month.*^ 


Centers  for  Disease  Control  and  Prevention,  Smoking  cessatirai  during  previous  year  among  adults — 
United  States,  1990  and  1991,  Morbidity  and  Mortality  Weekly  Report  1993;42(26):504-507.  See  AR 
(Vol.  66  Ref.  2). 

Glover  ED,  Glover  PN,  Smokeless  tpbacco  cessation  and  nicotine  reduction  thmpy,  in  Smokeless 
Tobacco  or  Health,  an  International  Perspective,  Smc^dng  and  Tobacco  Control,  NIDA  Research 
Monograph  2,  NIH  Publication  No.  93-3461  (Rockville  MD:  Govanment  Printing  Office,  1993),  at  291- 
295.  AR  (VoL  7  Ref.  79-1). 

C!aiters  for  Disease  (Control  and  Prevention,  Reasons  for  tobacco  use  and  symptoms  of  nicotine 
withdrawal  among  adolescents  and  young  adult  tobacco  usas — ^United  States,  1993,  Morbidity  and 
Mortality  Weekly  Report  1994;43(41): 745-750.  See  AR  (VoL  7  Ref.  86). 
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Additional  studies  on  the  common  desire  to  quit  and  the  failure  of  the  vast  majority 
of  attempts  can  be  found  in  appendix  1  to  Jurisdictional  Analysis.*^ 

Use  continued  despite  medical  problems.  As  many  as  90%  of  smokers  know  that 
tobacco  products  are  harmful  to  their  own  health,  65%  of  current  smokers  believe  that 
smoking  “has  already  affected”  their  health,  and  77%  of  smokers  believe  that  they  could 
“avoid  or  decrease  serious  health  problems  from  smoking’.’  if  they  quit.‘“  Yet  they  keep 
smoking. 

Consumers  of  smokeless  tobacco  also  recognize  the  health  risks  of  their  tobacco 
use,  but  do  not  stop.  In  one  study,  96%  of  young  men  who  regularly  used  smokeless 
tobacco  agreed  that  chewing  tobacco  and  snuff  can  cause  cancer.*^'  Another  study  of 
users  age  17  and  over  revealed  that  77.4%  believe  that  smokeless  tobacco  is  a  health 
hazard.‘^^- 

People  even  continue  tobacco  use  in  the  face  of  life-threatening,  tobacco-related 
illnesses.  For  example,  studies  have  shown  that  about  half  of  smokers  who  have  had 


See  appendix  1  to  JurisdicticMial  Analysis,  at  52-55.  See  AR  (Vol.  1  ^^ndix  1). 

CJallup  GH,  Smoking  Prevalence.  Beliefs,  and  Activities  by  Gender  and  Other  Demographic  Indicators 
(Princeton  NJ:  Gallup  Organization,  1993).  See  AR  (VoL  38  Ref.  43a). 

Elepartment  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  Preventing  Tobacco  Use 
Among  Young  People:  A  Report  of  the  Surgeon  General  (Washington  DC:  Government  Printing  Office, 
1994),  at  101.  SeeARiWol  133  Ref.  15%). 

‘  Novomy  TE,  Pierce  JP,  Fiore  MC,  et  a/..  Smokeless  tobacco  use  in  the  United  States:  the  adult  use  of 
tobacco  surveys,  Monographs/National  Cancer  Institute  1989;8:25-28.  See  AR  (VoL  41  Ref.  109). 
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surgery  for  lung  cancer  resume  smoking* and  that  almost  40%  of  smokers  who  have  had 
their  larynxes  removed  try  smoking  again.* ^ 

Additional  data  on  the  use  of  tobacco  products  despite  the  health  problems  they 
have  caused  are  presented  in  appendix  1  to  the  Jurisdictional  Analysis.*^^ 

Great  deal  of  time  spent  using.  Studies  have  demonstrated  that  tobacco  users 
consume  tobacco  regularly  and  compulsively.  For  example,  90%  of  smokers  consume  five 
or  more  cigarettes  every  day.*^  Over  two-thirds  of  smokers  who  consume  five  cigarettes 
a  day  smoke  their  first  cigarette  within  the  first  half-hour  after  awakening;*^’  according  to 
many  experts,  this  need  is  a  key  symptom  indicating  a  very  significant  level  of 
dependence.*^ 

Among  users  of  chewing  tobacco  and  moist  snuff  over  18,  half  use  the  products 
every  day,  and  the  proportion  of  daily  users  rises  with  age.*^^  The  Inspeaor  General  of 

Davison  G,  Duffy  M,  Smoking  habits  of  long  term  survivors  of  surgery  for  lung  cancer,  Thorax 
1982;37:331-333.  See  AR  (VoL  6  Ref.  58). 

West  R,  Himbury  S,  Smoking  habits  after  laryngectomy,  British  Medical  Journal  1985;291:514-515. 
SeeAR(VoL6Ref.59). 

See  appendix  1  to  Jmisdictional  Analysis,  at  56-58.  See  AR  (Vol.  1  Appendix  1). 

’  ^  Benowitz  NL,  Cigarette  smt^dug  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ref.  96.  voL  IILA). 

Henningfield  JE,  Cc^n  f!,  Slade  ID,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR  (VoL  277  Ref.  3904). 

Giovino  GA,  Zhu  BP,  Tomar  S,  et  al..  Epidemiology  of  Tobacco  Use  and  Symptoms  of  Nicotine 
Addiction  in  the  United  States:  A  Compilation  of  Data  from  Large  National  Surveys,  presentation  of  the 
(Tenters  for  Disease  (Tontrol  and  Prevention  to  the  FDA’s  Drug  Abuse  Advisory  Committee  (Aug.  2, 

1994),  slide  19  (from  National  Health  Intoview  Survey  1987).  See  AR  (VoL  459  Ref.  7820). 

American  Psydiiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  245.  See  AR  (VoL  37  Ref.  8). 

Department  of  Health  and  Human  Services,  National  (Tenter  for  Health  Statistics,  Vital  and  Health 
Statistics:  Smoking  and  Other  Tobacco  Use:  United  States,  1987,  Series  10:  Data  from  the  National 
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the  U.S.  Department  of  Health  and  Human  Services  reported  that  “our  1986  and  1992 
users  typically  held  their  dip  or  chaw  25  to  30  minutes,  with  most  keeping  it  in  over  30 
minutes,  and  often  up  to  one  hour.”^'*® 

Use  of  substance  in  larger  amounts  or  longer  than  intended.  Few  beginning 
smokers  plan  to  become  daily  smokers.  Yet  90%  of  current  smokers  consume  at  least  five 
cigarettes  a  day.^***  Smokers  also  smoke  for  longer  periods  than  they  intend.  Among  high 
school  seniors  from  the  Monitoring  the  Future  Project  (1976-86),  almost  half  of  the  daily 
smokers  reported  that  they  would  either  probably  or  definitely  not  be  smoking  5  years  ’ . 
after  graduation.  In  a  follow-up  study  conducted  5  to  6  years  after  graduation,  more 
than  two-thirds  were  smoking  as  frequently  or  more  frequently  than  they  had  in  high 
school  (26%  were  smoking  at  the  same  level,  and  40%  were  smoking  more).*'*^ 

Other  evidence  that  users  of  cigarettes  and  smokeless  tobacco  consume  more  than 
they  intend  comes  from  surveys  demonstrating  that  many  people  try  to  quit  but  fail.  For 


Health  Survey,  No.  169,  Sep.  1989,  DHHS  Publication  No.  (PHS)  89-1597  (Washington  DC: 
Government  Printing  Office,  1989),  at  24, 26.  See  AR  (VoL  71 1  Ref.  9). 

Department  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  Spit  Tobacco  and  Youth 
(Washington  DC:  Government  Printing  Office,  1992),  at  7.  See  AR  (VoL  7  Ref.  76). 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Climes  of  North  America 
1992;76(2):415-437.  See  AR  (Vol.  535  Ref.  %,  vol.  IIl.A). 

Henningfield  JE,  Cohen  C  Slade  JD,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR(VoL  111  Ref  3904). 

Elders  Ml,  Perry  CL,  Eriksen  MP,  et  aL,  The  report  of  the  Surgeon  General:  preventing  tobacco  use 
anx)ng  young  people,  American  Journal  of  Public  Health  1994;84(4):543-547,  at  544.  See  AR  (VoL  38 
Ref  39). 

^*Ud. 
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example,  two  of  every  five  adult  users  of  smokeless  tobacco  have  tried  to  quit.*^ 
Additional  studies  are  discussed  in  detail  in  appendix  1  to  the  Jurisdictional  Analysis. 

Withdrawal.  In  addition  to  experimental  evidence  of  withdrawal  from  nicotine 
described  in  section  n.A.3.c.i.,  above,  persuasive  data  from  epidemiological  studies  also 
demonstrate  that  the  vast  majority  of  consumers  who  abstain  from  tobacco  products 
experience  withdrawal  symptoms.^^ 

Studies  show  that  the  symptoms  of  irritability,  nervousness,  restlessness,  ahd 
increased  appetite  each  affect  over  half  of  abstinent  smokers;  indeed,  about  half  of 
abstinent  smokers  qualify  for  a  formal  diagnosis  of  Nicotine  Withdrawal  Syndrome  under 
the  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  3d  ed.,  revised  (DSM-III- 

Withdrawal  symptoms  show  a  dose-response  relationship;  heavier  smokers  are 
more  likely  than  light  smokers  to  experience  the  symptoms  of  difficulty  concentrating, 
hunger,  irritability,  restlessness,  and  sadness  when  they  try  to  quit.*^  A  similar  dose- 
response  relationship  between  the  likelihood  of  withdrawal  symptoms  and  the  level  of 


Novotny  TE,  Pierce  IP,  H(»e  MQ  et  al..  Smokeless  tobacco  use  in  the  United  States:  the  adult  use  of 
tobacco  surveys,  Monographs/National  Cancer  Institute  1989;8:2S-28.  See  AR  (VoL  41  Ref.  109). 

See  appendix  1  to  Jurisdictional  Analysis,  at  48-55.  See  AR  (Vol.  1  Appendix  1). 

See  aiq)endix  1  to  Jurisdictional  Analysis,  at  58-61.  See  AR  (Vol.  1  Appendix  1). 

Breslau  N,  Kilbey  MM,  Andreski  MA,  Nicotine  withdrawal  symptoms  and  psychiatric  disorders: 
fmdings  from  an  epidemiologic  study  of  young  adults,  American  Journal  of  Psychiatry  1992;149(4):464- 
469.  See  AR  (VoL  37  Ref.  18). 

Giovino  GA  Zhu  BP,  Tomar  S,  et  al..  Epidemiology  of  Tobacco  Use  and  Symptoms  of  Nicotine 
Addiction  in  the  United  States:  A  Compilation  of  Data  from  Large  National  Surveys,  presentation  of  the 
Genters  for  Disease  Control  and  Prevention  to  die  FDA’s  Drug  Abuse  Advisory  (Committee  (Aug.  2, 
1994),  slides  27-32.  See  AR  (VoL  459  Ref.  7820). 
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nicotine  intake  was  found  among  British  schoolgirls’^’  and  other  populations  studied.’^ 

Most  people  who  quit  smoking  relapse  within  1  week,’^’  when  withdrawal  symptoms  are 
at  or  near  their  peak.’^^ 

Smokeless  tobacco  users  typically  experience  withdrawal  symptoms  similar  to 
those  reported  by  smokers.  In  a  study  of  young  smokeless  tobacco  users,  over  90%  of 
daily  users  reported  at  least  one  symptom  of  nicotine  withdrawal  when  trying  to 
discontinue  use.  Restlessness  and  irritability  were  reported  by  half  of  daily  users  during 
abstinence. 

Tolerance.  In  addition  to  laboratory  measures  of  tolerance  to  nicotine  described  in 
section  n.A.3.c.i.,  above,  epidemiological  studies  show  that  users  of  tobacco  products 
require  increasing  amounts  to  maintain  the  same  effects.  The  1991  and  1992  National 
Household  Survey  on  Drug  Abuse  found  that  12%  of  smokers  25  years  or  older  and  20% 
of  smokers  12  to  24  years  of  age  who  smoke  16  to  25  cigarettes  per  day  report  feeling  the 
need  for  an  increased  number  of  cigarettes  over  time  to  obtain  the  desired  effects.’^ 

McNeill  AD,  West  RJ,  Jarvis  M,  et  ai.  Cigarette  withdrawal  symptoms  in  adolescent  smokers. 

Psychopharmacology  1986;90(4): 533-536.  See  AR  (VoL  95  Ref.  683). 

Surgeon  General's  Report,  1988,  at  206-207.  See  AR  (VoL  129  Ref.  1592). 

***  Hughes  JR,  Gulliver  SB,  Fenwick  JW,  et  al..  Smoking  cessation  among  self-quitters.  Health 
Psychology  1992;11:331-334.  AR(VoL  348  Ref.  5512). 

Hughes  JR,  Gust  SW,  Skoog  K,  et  al.y  Symptoms  of  tobacco  withdrawal:  a  rq)lication  and  extension. 

Archives  of  General  Psychiatry  1991;48:52-59.  See  AR  (VoL  129  Ref.  1404). 

Centers  for  Disease  Control  and  Prevention,  Reasons  for  tobacco  use  and  symptoms  of  nicotine 
withdrawal  among  adolescents  and  young  adult  tobacco  usos — United  States,  1993,  MorbitUty  and 
Mortality  Weekly  Report  1994;43(41): 745-750.  See  AR  (VoL  7  Ref.  86). 

Giovino  GA,  Zhu  BP,  Tomar  S,  et  al..  Epidemiology  of  Tobacco  Use  and  Symptoms  of  Nicotine 
Addiction  in  the  United  States:  A  Compilation  of  Data  from  Large  National  Surveys,  presentation  of  the 
Onters  for  Disease  Control  and  Prevention  to  the  FDA’s  Drug  Abuse  Advisory  Committee  (Aug.  2, 

1994),  slide  24.  See  AR  (VoL  459  Ref.  7820). 
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Among  those  who  have  tried  an  addictive  substance  at  least  once,  people  who  have  tried 
cigarettes  are  more  likely  to  report  the  need  for  larger  doses  to  get  the  same  effect  than 
people  who  have  tried  cocaine,  marijuana,  and  alcohol.*^^ 

Most  consumers  of  tobacco  products  escalate  their  doses  over  time.  Whereas  few 
cigarette  smokers  initially  plan  to  be  regular  daily  users,  approximately  90%  of  them 
consume  more  than  five  cigarettes  every  day.*^ 

Smokeless  tobacco  users  also  increase  their  dose  of  nicotine.  One  study  showed  a 
positive  relationship  among  the  number  of  years  of  smokeless  tobacco  use,  the  number  of 
minutes  per  day  of  reported  use,  and  urinary  nicotine  and  cotinine  levels.  (Cotinine  is  a 
major  metabolite  of  nicotine  and  an  indicator  of  nicotine  absorption.)  Other  studies  on 
dose  escalation  of  tobacco  products  can  be  found  in  appendix  1  to  the  Jurisdiaional 
Analysis.*^ 

The  epidemiological  data  demonstrate  that  a  large  proportion  of  tobacco  users  are 
dependent  on  nicotine  and  that  overwhelming  numbers  of  users  show  signs  of  addiction. 

These  data  complement  laboratory  evidence  proving  that  nicotine  is  an  addictive  substance 
and  have  led  to  the  nearly  universal  scientific  recognition  of  nicotine  as  a  drug  whose 

Henningfield  JE,  Qayton  R,  Pollin  W,  Involvement  of  tobacco  in  alcoholism  and  illicit  dnig  use, 

British  Journal  of  Addiction  1990;85:279-292.  See  AR  (VoL  39  Ref.  66). 

Benowitz  NL,  Cigar^te  smcddng  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ref.  96,  voL  ffl.A). 

Henningfield  JE,  Cohen  C,  Slade  JD,  Is  nicotine  moie  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR  (VoL  111  Ref.  3904). 

'^Worid  Health  Organizati(m,5moik£/e55  7ol>accoConlro/;  Report  of  a  WHO  Study  Group,  WHO 
Technical  Report  Series  No.  773  (Geneva:  WHO,  1988X  36.  See  AR  (VoL  7  Ret  83). 

See  appendix  1  to  Jurisdictional  Analysis,  at  48-51.  See  AR  (Vol.  1  Appendix  1). 
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pharmacological  effects  compel  continued  use.  These  widely  disseminated  public  fmdings 
establish  that  a  reasonable  person  in  the  position  of  a  tobacco  manufacturer  would  foresee 
that  tobacco  products  would  be  consumed  to  satisfy  an  addiction  to  mcotine.*^ 

4.  It  Is  Foreseeable  That  Consumers  Will  Use  Cigarettes  and  Smokeless 
Tobacco  for  Other  Pharmacological  Purposes 

In  addition  to  its  foreseeable  addictive  effects,  nicotine  produces  a  range  of  other 
well-known  and  foreseeable  significant  pharmacological  effects  of  importance  to  tobacco 
users.  Evidence  demonstrating  that  consumers  actually  use  tobacco  products  for  these 
effects  is  discussed  in  section  II.B.2.,  below. 

Central  Nervous  System  Effects:  Sedation.  Stimulation.  Mood,  and  Cognition. 

Nicotine  significantly  alters  the  structure  and  function  of  the  brain.  'At  the  molecular  level, 
nicotine  acts  by  stimulating  receptors  on  the  surfaces  of  brain  cells  intended  for  natural 
neurotransmitters  such  as  acetylcholine  and  by  stimulating  the  release  of  other  key 
substances  such  as  dopamine.**’  Nicotine  also  changes  the  brain’s  molecular  struaure. 

Extensive  animal  research  by  both  the  tobacco  industry  and  other  researchers  shows  that 
nicotine  exposure,  ranging  from  a  few  days  to  a  few  weeks,  within  the  range  of  doses 
equivalent  to  those  received  from  smoking  cigarettes,  increases  the  number  and  changes 
the  functional  activity  of  nicotine  receptors  in  the  brain.***  In  one  study,  doses  of  nicotine 


’  FDA  notes  that  at  least  one  major  tobacco  conqiany  appears  to  agree  that  information  about  the 
“addicting”  properties  of  cigarettes  is  so  widely  disseminated  that  it  must  be  considered  foreseeable.  In 
a  lawsuit  brou^t  against  RJR  by  a  smoker,  RJR  argued  that  the  “alleged  habimtating  or  ‘addicting’” 
qualities  of  cigarette  smoking  are  so  well  known  that  smokers  must  be  held  to  have  ftveseen  them. 

See  section  II.C.2.b.iv.,  below.  ‘ 

See  the  discussion  of  dopamine  in  the  mesolimbic  system,  section  II.A3.c.i.,  above. 

Marks  MJ,  Burch  JB,  Collins  AC,  Effects  of  chronic  nicotine  infusion  on  tolerance  development  and 
nicotine  receptors.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1983;226:817-825.  See  AR 
(Vol.  41  Ref.  103). 
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considered  equivalent  to  those  received  by  a  fetus  of  a  smoking  mother  increase  the 
number  of  nicotine  receptors  in  the  brains  Of  newborn  rats/®^  Consistent  with  animal  data, 
cigarette  smokers  show  clear  evidence  of  increased  numbers  of  cerebral  nicotine  receptors 
as  a  consequence  of  their  smoking/*^ 

The  result  of  these  molecular  actions  is  that  nicotine  clinically  affects  arousal, 
attention,  mood,  and,  under  certain  conditions,  cognition.  Depending  on  the  dose  and  the 
circumstances,  nicotine  delivered  by  cigarette  smoking  can  have  an  arousal-increasing  or 
arousal-reducing  effea.***  This  is  another  respect  in  which  nicotine  is  similar  to  such 
other  addictive  drugs  as  opiates,  which  can  have  both  stimulating  and  sedating  effects. 

Nicotine’s  effects  on  mood  and  arousal  have  been  confirmed  using 
electroencephalographic  (EEG)  analysis,  a  measurement  of  electrical  activity  in  the 
brain.‘®^  When  smokers  are  placed  in  a  stressful  situation,  smoking  can  have  a  depressant 

Surgeon  General’s  Report,  1988,  at  53-54.  See  AR  (VoL  129  Ref.  1592). 

Dqiartment  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  Preventing  Tobacco  Use 
Among  Young  People:  A  Report  of  the  Surgeon  General  (Washington  DC:  GPO,  1994),  at  32-33.  See 
AR  (Vol.  133  Ref.  15%). 

Slotkin  TA,  Orband-Miller  L,  (^een  KL,  Development  of  (^H)nicotine  binding  sites  in  brain  regions 
of  rats  exposed  to  nicotine  i»enatally  via  maternal  injectitxis  ot  infusions.  Journal  of  Pharmacology  and 
Experimental  Therapeutics  1987;242:232-237.  See  AR  (VoL  140  Ref.  1656). 

Bmwell  MEM,  Balfour  DJK,  Anderson  JM,  Evidoice  that  tobacco  smc^dng  increases  the  doisity  of 
(-)-(^H]nicotine  binding  sites  in  human  brain.  Journal  of  Neurochemistry  1988;50: 1243-1247.  See  AR 
(Vol.  136  Ref.  1570). 

Norton  R,  Brown  K,  Howard  R,  Smoking,  nicotine  dose  and  the  lateralisation  of  electr<>eortical 
activity.  Psychopharmacology  1992;108:473-479.  See  AR  (VoL  3  Ref.  22). 

Pritchard  WS,  Gilbert  DG,  Duke  DW,  Flexible  effects  of  quantified  cigarette-smoke  delivery  on  EEG 
dimensional  complexity.  Psychopharmacology  1993;1 13:95-102.  See  AR  (VoL  3  Ref.  23-1). 

Pritchard  WS,  Electroencephalogrtqihic  effects  of  cigarette  smoking.  Psychopharmacology  1991;104:485- 
490.  See  AR  (VoL  105  Ref.  %5). 
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effect  on  the  EEXj  profile.^^  When  smokers  are  placed  in  conditions  of  low  arousal 
induced  by  mild  sensory  isolation,  cigarette  smoking  can  have  a  stimulant  effect.*^’  In 
other  words,  smoking  can  have  a  relaxing  effect  in  stressful  situations  and  a  stimulating  • 
effect  in  otherwise  nonstimulating  circumstances. 

The  tobacco  industry  correctly  observes  that  many  substances  affect  the  EEG.  But 
what  is  significant  is  not  that  nicotine  affects  the  EEG,  but  how  nicotine  does  so. 
Nicotine’s  impact  on  the  EEG:  (1)  is  reproducible,  (2)  is  clinically  significant,  (3) 
corresponds  to  other  physiological  and  psychological  changes  of  smoking,  and  (4)  is 
similar  to  certain  EEG  changes  associated  with  other  addictive  drugs  such  as 
benzodiazepines. Altered  electrical  activity  of  the  brain  as  demonstrated  by  EEG  is 
convincing  evidence  of  nicotine’s  significant  pharmacological  effects  on  the  structure  and 
function  of  the  body. 

Smokers  perform  better  on  some  cognitive  tests  than  do  deprived  smokers,  but 
nicotine  does  not  improve  general  learning  or  make  smokers  generally  perform  better  than 
nonsmokers.  One  leading  researcher  noted  that,  after  a  few  hours  of  abstinence, 
“[P]eople  are  reporting  they  can’t  concentrate  as  well,  they  can’t  get  the  tasks  done  as 

Golding  JF,  Effects  of  cigarette  snx)king  (m  resting  EEG,  visual  evcdoed  potentials  and  photic  driving. 
Pharmacology,  Biochemistry  and  Behavior  1988;29:23-32.  See  AR  (VoL  3  Ref  23-3). 

Pritchard  WS,  Electromcephalographic  effects  of  cigarette  smoking,  Psychopharmacology 
1991;104:485-490.  See  AR  (VoL  105  Ref  965). 

Golding  J,  Mangan  GL,  Arousing  and  de-arousing  effects  of  cigarette  smoking  undo*  conditions  of 
stress  and  mild  soisory  isolation.  Psychophysiology  1982;19(4):449-456.  See  AR  (VoL  48  Ref  101). 

Pritchard  WS,  Electroencephalographic  effects  of  cigarette  smoking,  Psychopharmacology 
1991;104:485-490,  at  485, 488.  See  AR  (VoL  105  Ref  965). 

Surgeon  General’s  Report,  1988,  at  441.  See  AR  (VoL  129  Ref  1592). 
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well,  and  our  objective  performance  batteries  confirm  that.  They’re  right ...  it’s  not  just  a 
psychological  effect.  They  really  aren’t  functioning  as  well.”*’® 

Evidence  on  nicotine’s  effects  on  mood  and  cognition  is  strongly  supported  by  the 
work  of  tobacco  industry  researchers,  who  concur  that  people  use  tobacco  for  the 
psychoactive  effects  of  nicotine.  These  researchers  contend  that  nicotine  delivered  by 
tobacco  produces  psychoactive  effects  comparable  to  the  effects  of  prescription 
tranquilizers.  For  example,  a  researcher  for  the  R.J.  Reynolds  Tobacco  Company  (RJR), 

W.  S.  Pritchard,  reported  that  smoking  cigarettes  could  produce  “an  EEG  effect  that  in 
the  benzodiazepine  literature  is  associated  with  anxiety  relief,”  leading  him  to  conclude 
that  “an  important  smoking  motive  for  deep  inhaling  smokers  might  be  anxiety  reduction” 
and  that  his  results  were  consistent  with  the  theory  that  smoking  provides  beneficial 
psychological  effects  (“psychological  tools”  or  “resources”).*’* 

In  a  significant  extension  of  this  work,  Robinson  et  al.  concluded  that  “the 
beneficial  effects  of  smoking  on  cognitive  performance  are  a  function  of  nicotine  absorbed 
from  cigarette  smoke  upon  inhalation.”*’^  These  RJR  researchers  performed  their  study 
because  they  thought  that,  although  earlier  work  with  various  nicotine  preparations  was 
consistent  with  the  hypothesis  that  people  smoked  for  “psychophaimacological  effects,” 


Henningfield  J,  Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues 
Concerning  Nicotine-Omtaining  Cigarettes  and  Other  Tobacco  Products”  (Aug.  2, 1994),  at  309. 

See  AR  (VoL  255  Ref.  3445). 

Pritdiard  WS,  Elecooencei^ialographic  effects  of  cigarette  snooking,  Psychopharmacology 
1991;104:485-490,  at  485, 488.  See  AR  (VoL  105  Ref.  965). 

Robinson  JH,  Pritchard  WS,  Davis  RA  Psychopharmacological  effects  of  smoking  a  cigarette  with 
typical  ‘W’  and  carbon  monoxide  yields  but  minimal  nicotine.  Psychopharmacology  1992;108:466-472. 
S«eAR(VoL59Ref.236). 
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the  role  of  nicotine  in  cigarettes  was  inconclusive.  They  therefore  compared  standard 

♦ 

nicotine-delivering  cigarettes  to  cigarettes  that  were  similar  in  all  other  relevant 
characteristics  (e.g.,  similar  gases,  tar,  etc.)  but  that  provided  only  “trace”  or  “minimal” 
levels  of  nicotine.  The  regular  cigarettes  provided  psychopharmacological  effects,  while 
the  minimal  nicotine  cigarettes  did  not. 

One  of  the  leading  tobacco  industry- funded  proponents  of  the  contention  that  ' 

nicotine  is  not  addictive,  D.  M.  Waiburton,  is  also  one  of  the  leading  proponents  of  the 

view  that  people  smoke  because  of  the  pharmacological  actions  of  nicotine  in  the  brain, 

rather  than  in  the  mouth. Warburton  argues  that  nicotine  is  a  “therapeutic  agent”  that  is 

self-administered  by  smokers  to  “control  their  bodily  state”'^'*  and  that  “the  rapid 

absorption  and  rapid  metabolism  make  this  substance  suitable  for  hour-by-hour  self- 

medication  because  of  the  personal  control  [over  dosage  needs]  that  can  be  exercised.  In 

this  respect  nicotine  is  superior  to  other  compounds  for  medication.”*^^  Thus,  the 

conclusions  of  tobacco  industry-funded  researchers  support  FDA’s  finding  that  a 

reasonable  manufacturer  would  foresee  that  nicotine  in  tobacco  products  produces 

significant  pharmacological  effects  important  to  users. 

Other  Effects:  Weight  Regulation.  Nicotine  also  plays  a  role  in  weight  regulation. 

The  1988  Surgeon  General’s  Report  summarized  the  available  data: 

In  summary,  there  is  substantial  evidence  of  an  inverse  relationship 
between  cigarette  smoking  and  bpdy  weight.  Of  71  studies 
reported  since  1970, 62  (87%)  collectively  indicate  that  smokers 

Warburton  DM,  Nicotine:  an  addictive  substance  or  a  therapeutic  agent.  Progress  in  Drug  Research 
1989;33:9-41.  5eeAR(VoL  140  Ref.  1657). 

‘’^/4.atll. 

'”W.at37. 
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weigh  less  than  nonsmokers  and  that  people  who  quit  smoking  gain 
weight ...  ^ 

Animal  studies  indicate  that  nicotine  administiation  results 
in  weight  loss  or  decreased  weight  gains  and  that  cessation  of 
nicotine  results  in  body  weight  gains  greater  than  those  of  controls 
[animals  that  did  not  receive  nicotine]. . . . 

Recent  research  on  nicotine  polacrilex  gum  with  humans 
corroborates  the  role  of  nicotine  in  body  weight  effects.*^® 

Numerous  studies  show  that  many  tobacco  consumers  use  tobacco  to  control  their 

weight.  For  example,  in  two  surveys,  between  one-third  and  one-half  of  young  people 

reported  that  controlling  weight  was  one  of  their  reasons  for  smoking.^^^ 

An  extensive  discussion  of  the  physiological  and  central  nervous  system  effects  of 

nicotine  is  available  in  the  1988  Surgeon  General’s  Report.*^* 

Thus,  aside  from  addiction,  there  are  other  foreseeable  pharmacological  effects  of 

nicotine  use  that  are  important  to  users;  that  these  effects  are  actual  reasons  for 

consumption  is  discussed  in  section  II.B.3.,  below. 

5.  Cigarettes  and  Smokeless  Tobacco  Deliver  Pharmacologically  Active 
Doses  of  Nicotine 

Currently  maiketed  cigarettes  and  smokeless  tobacco  deliver  sufficient  doses  of 
nicotine  to  cause  addiction  and  lead  to  other  significant  pharmacological  effects  that  cause 
continued  use  of  the  products.  This  robust  conclusion  is  supported  by  published  research 
presented  in  section  n.A.,  above,  and  thus  is  foreseeable  to  a  reasonable  tobacco 
-  manufacturer.  For  example,  laboratory  studies  using  commercial  cigarettes  demonstrate 
that  the  products  contain  pharmacologically  active  levels  of  nicotine;  epidemiological  data 

Surgeon  General’s  Report,  1988,  at  431-432.  See  AR  (VoL  129  Ref.  1592). 
at  438-440. 
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W.  at  381-458. 
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show  that  actual  tobacco  consumers  do  become  addicted.  Four  additional  types  of 
evidence  conclusively  demonstrate  that  tobacco  products  deliver  sufficient  doses  of 
nicotine:  (1)  measurements  of  blood  nicotine  levels  after  consumption  of  tobacco 
products;  (2)  laboratory  studies  using  doses  of  nicotine  that  are  equivalent  to  those 
imparted  by  tobacco  use;  (3)  studies  demonstrating  that  nicotine  levels  control  tobacco 
consumption  behavior  (known  as  “compensation”);  and  (4)  studies  of  nicotine 
replacement  therapy. 

Measurement  of  Blood  Nicotine  Levels.  Evidence  demonstrates  that  tobacco 
users  receive  pharmacological  doses  of  nicotine  when  they  consume  cigarettes  and 
smokeless  tobacco.  A  currently  marketed  cigarette  typically  delivers  about  1  mg  of 
nicotine  to  the  bloodstream  of  a  smoker/’^  with  individual  intake  ranging  from  0.3  to  3.2 
mg  of  nicotine  per  cigarette.**®  Studies  have  also  revealed  that,  with  regular  use 
throughout  the  day,  the  levels  of  nicotine  in  the  blood  of  smokeless  tobacco  users  are 
similar  to  those  observed  in  cigarette  smokers.  Data  demonstrating  that  these  products 
deliver  substantial,  pharmacologically  active  doses  of  nicotine  are  summarized  in  the 
Jurisdictional  Analysis.  See  60  FR  41571-41575. 

Laboratory  Studies.  Long  before  evidence  emerged  that  nicotine  is  addictive, 
studies  demonstrated  that  the  quantitative  and  even  qualitative  nature  of  the  effects  of 


Benowitz  NL,  Henningfield  JE,  Establishing  a  nicotine  threshold  for  addiction.  New  England  Journal 
of  Medicine  1994;331:123-125.  AR(VoL  12  Ref.  130). 

Gori  GB,  Lynch  CJ,  Analytical  cigarette  yields  as  predictors  of  smoke  bioavailability.  Regulatory 
Toxicology  and  Pharmacology  l9S5',5:3l4-326.  See  AR(Wo\.  12  Ref.  142). 

Benowitz  NL,  Henningfield  JE,  Establishing  a  nicotine  threshold  for  addiction.  New  England  Journal 
of  Medicine  1994;331:123-125.  5^^  AR(VoL  12  Ref.  130). 
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nicotine  were  dependent  on  the  dose.***  In  the  1980’ s,  particularly  important  discoveries 
provided  indisputable  proof  that  the  nicotine  dose  levels  produced  by  cigarette  smoking 
affect  the  structure  and  function  of  the  body,  and  that  many  of  these  effects  are  similar  to 
those  of  prototypic  addictive  drugs.  For  example,  nicotine,  administered  in  doses 
considered  biologically  equivalent  to  those  from  tobacco  use,  was  found  to  affect  the 
brain’s  use  of  energy  (cerebral  glucose  utilization).**^  Additionally,  nicotine  exposure  at 
doses  equivalent  to  those  from  tobacco  use  altered  the  brain  so  that  excess  nicotine 
receptors  appeared  on  the  surfaces  of  brain  cells;  this  stmctural  change  was  associated 
with  altered  responsiveness  to  nicotine.**^ 

In  addition,  nicotine  administered  to  animals  in  doses  and  at  intervals  comparable 
to  those  humans  obtain  from  smoking  produces  one  of  the  hallmark  effects  of  addictive  . 
dmgs:  brain-mediated  reinforcement  of  self-administration  behavior.  In  the  early  1980’ s, 
Goldberg  and  colleagues  at  Harvard  and  the  National  Institute  on  Drug  Abuse  provided 
unequivocal  evidence  that  nicotine  in  doses  comparable  to  those  obtained  in  humans  could 


See  Surgecm  General’s  Rqmit,  1988,  chaps.  2-6.  See  AR  (VoL  129  Ref.  1592). 

'“/J.  at  85-88. 

Marks  MJ,  Burch  JB,  Collins  AC,  Effects  of  chronic  nicotine  infusion  on  tolerance  development  and 
nicotine  recepUns,  Journal  of  Pharmacology  and  Experimental  Therapeutics  1983;226:817-825.  See  AR 
(Vol.  41  Ref.  103). 

Surgeon  General’s  Report,  1988,  at  53-54.  See  AR  (VoL  129  Ref.  1592). 

Id.  11132-33. 

Benwell  MEM,  Balfour  DJK,  Anderson  JM,  Evidence  that  tobacco  smoking  increases  the  doisity  of 
(-)-[^H]nicotine  binding  sites  in  human  brain.  Journal  of  Neurochemistry  1988;50:1243-1247.  See  AR 
(Vol.  136  Ref.  1570). 
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function  powerfully  to  engender  repetitive  drug-seeking  behavior  in  monkeys.‘*^  In  the 
late  1980’s,  Corrigall  and  Coen  developed  a  rat  model  utilizing  key  dosing  parameters  of 
cigarette  smoking  and  smokeless  tobacco  use.  This  model  provided  for  the  delivery  of 
very  rapid  and  small  doses  and  led  the  animals  to  repeatedly  administer  nicotine  to 
themselves.**^ 

Nicotine  Control  of  Tobacco  Use.  Nicotine’s  key  pharmacological  role  in  actual 
tobacco  products  is  also  confirmed  by  evidence  that  tobacco  users  adjust  their 
consumption  based  on  the  products’  nicotine  levels.  Manipulation  of  nicotine  levels  in 
cigarettes  while  holding  the  tar  content  constant  has  shown  that  nicotkie  is  responsible  for  the  *  [ 

maintenance  of  cigarette  smoking  behavior.  Cigarette  smokers  given  cigarettes  with  a  high 
nicotine  content  decrease  the  nunfoer  of  cigarettes  smoked.**^  Modifying  the  amount  of 
nicotine  available  by  varying  the  length  of  cigarette  smoked  will  influence  the  amount  of  the 
cigarette  smoked**^  and  the  characteiistics  of  smoking  (e.g.,  number  of  puf&,  puff  duration, 
puff  size,  depth  of  inhalation,  amount  of  tobacco  smoked).***  When  cigarettes  are  shorter, 


'  ^  Goldberg  SR,  Spealman  RD,  Goldberg  DM,  Persistent  behavitv  at  high  rates  maintained  by 
intravenous  self-administrati(Hi  of  nicotine.  Science  1981;214:573-575.  See  AR(VoL  5  Ref  35-2). 

Corrigall  WA,  Coen  KM,  Nicotine  maintains  robust  self-administration  in  rats  on  a  limited  access 
schedule,  Psychopharmacology  1989;99:473-478.  See  AR  (VoL  347  Ref.  5495). 

’  ^  GddfEuh  T,  Glitz  ER,  Jarvik  ME,  et  al..  Reactions  to  dgaiettes  as  a  function  of  nicotine  and  “tar,”  Clinical 
Pharmacology  and  Therapeutics  1976;19:767-772.  See  AR(V(i.  39  Ret  53). 

'  Jarvik  ME,  Popek  P,  Sdmdder  NG,  et  al..  Can  dgaiette  size  and  nicotine  content  influence  smoking  and 
pufiBng  rates?  Psychopharmacology  1978;58:303-306.  See  AR  (VoL  41  Ref  86). 

‘  **  Surgeon  General's  Report,  1988,  at  158-163.  See  AR  (VoL  129  Ref.  1592). 
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people  smoke  more  of  them.**’  Nemeth-Coslett  and  Griffiths  showed  that  puff  duration  and 

190 

puff  volume  are  inversely  proportional  to  the  length  of  the  cigarette. 

Studies  conduaed  by  Stolerman,*’*  Nemeth-Coslett  et  and  Pomerleau  et 
provide  convincing  evidence  that  tobacco  products  provide  pharmacologically  active  doses  of 
nicotine.  Pretreatment  of  cigarette  smokers  with  mecamylamine,  an  antagonist  to  nicotine  that 
enters  the  brain,  produced  a  dose-dependent  increase  in  cigarette  smoking  (le.,  increases  in 
puffs  per  cigarette,  puff  duration,  and  cigarettes  per  session  and  decreases  in  intercigarette 
interval  and  inierpuff  interval)  that  resembled  what  one  would  expect  to  see  if  the  nicotine  dose 
in  the  cigarette  had  been  decreased.  An  increase  in  nicotine  plasma  levels  also  acconpinied  the 
increase  in  cigarette  consun^ition.  Pretreatment  with  another  nicotine  antagonist  that  did  not 
enter  the  brain  had  no  such  effects.  These  studies  clearly  demonstrate  that  obtaining  a 
pharmacologically  active  dose  of  nicotine  in  the  brain  motivates  the  amount  of  tobacco 


consumed  on  a  daily  basis. 


As  described  in  the  Jurisdictional 


Analysis,  60  FR  41565-41566,  the  ability  of  nicotine  nasal  spray  to  produce  some  of  the 
classic  characteristics  of  addiction  to  nicotine  supports  the  position  that  tobacco  users 

Jarvik  ME,  Popdc  P,  Schneider  NG,  et  al..  Can  cigarette  size  and  nicotine  content  influence  snwking  and 
pufiOng  rates?  Psychopharmacology  1978;58:303-306.  See  AR  (V(A  41  Re£  86). 

Surgeon  General's  Rqxirt,  1988,  at  161.  See  AR(Vd.  129  Ref.  1592). 

Stolennan  IP,  Goldfarb  T,  Fink  R,  et  al..  Influencing  cigarette  smoking  with  nicotine  antagonists, 
Psychopharmacologia  1973;28:247-259.  See  AR  (Vol.  42  Ref.  149). 

Nemeth-Coslett  R,  Henningfield  JE,  O’Keffe  MK,  et  al..  Effects  of  mecamylamine  on  human  cigarette 
snooking  and  subjective  ratings.  Psychopharmacology  1986;88:420425.  See  AR  (VoL  41  Ref.  108). 

Pomerleau  CS,  Pomerleau  OF,  Majchrzak  MJ,  Mecamylamine  pretreatment  increases  subsequent 
nicotine  self-administration  as  indicated  by  changes  in  plasma  nicotine  level.  Psychopharmacology 
1987;91:391-393.  See  AR  (VoL  42  Ref  112). 
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seek  nicotine  primarily  for  its  systemic  pharmacological  effects  and  not  for  its  acute 
sensory  effects.  In  contrast  to  cigarette  smoke,  aqueous  nicotine  spray  does  not  provide 
the  user  any  pleasing  sensory  characteristics.  In  fact,  the  spray  can  be  irritating  and 
unpleasant  to  use,  and  excessive  use  can  cause  ulcerations  of  the  nasal  mucosa. 
Notwithstanding  the  unpleasantness  of  the  nicotine  delivery  mechanism  and  the  presence 
of  painful  ulcerations  that  were  further  aggravated  by  its  continued  use,  the  spray  was 
used  to  maintain  nicotine  dependence  for  some  participants  in  clinical  trials  submitted  to 
FDA.‘^ 

Studies  of  nicotine  replacement  therapies  also  demonstrate  efficacy  in  maintaining 
abstinence  from  smoking.  TTie  ability  of  nicotine  to  promote  abstinence,  even  when 
delivered  through  the  skin,  without  any  taste  or  flavor,  demonstrates  its  key  role  as  a 
reinforcer  of  tobacco  consumption.  Based  on  these  data,  among  others,  organizations 
with  expertise  in  pharmacology  and  addiction  have  determined  that  cigarettes  and 
smokeless  tobacco  deliver  pharmacologically  active  doses  of  nicotine.  In  the  1986 
analysis  of  smokeless  tobacco,  the  Surgeon  General  determined  that  smokeless  tobacco 
use  can  be  addictive.^^  In  1988,  after  an  even  more  extensive  consideration  of  the 
potential  addictiveness  of  nicotine,  the  Surgeon  General  determined  that  (1)  “cigarettes 
and  other  forms  of  tobacco  are  addicting;”  (2)  “nicotine  is  the  drug  in  tobacco  that  causes 

FDA  Drug  Abuse  Advisory  Committee  Background  Information  (Aug.  1, 1994),  Joint  Abuse  Liability 
Review  of  Nicotine  Nasal  Spray.  See  AR  (VoL  9  Ref.  1 17). 

See  appendix  1  to  Jurisdictional  Analysis.  See  AR  (VoL  1  Appendix  1). 

Department  of  Health  and  Human  Services,  Public  Health  Service,  The  Health  Consequences  of  Using 
Smokeless  Tobacco:  A  Report  of  the  Advisory  Committee  to  the  Surgeon  General,  1986,  NIH  Publication 
No.  S6-2&14  (Bethesda  MD:  DHHS,  PHS,  1986)  (hereinafto'  cited  as  Surgeon  General’s  Report, 
Smokeless  Tobacco,  1986),  at  viii.  Sec  AR(VoL  128  Ref.  1591). 


44750  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

I1.A.6. 

addiction;”  and  (3)  “the  pharmacological  and  behavioral  processes  that  determine  tobacco 
addiction  are  similar  to  those  that  determine  addiction  to  drugs  such  as  heroin  and 
cocaine.”*’^  On  August  2, 1994,  FDA’s  Drug  Abuse  Advisory  Committee,  an  independent 
group  composed  primarily  of  experts  on  addiction  science,  concluded  that  nicotine  as 
delivered  by  commonly  used  tobacco  products  can  produce  strong  physiological  effects, 
including  addiction.*’* 

6.  Conclusion 

Nicotine  is  addictive  and  produces  foreseeable  psychoactive  and  pharmacological 
effects  in  a  substantial  proportion  of  tobacco  users.  This  conclusion  is  so  robust — and  the 
evidence  for  it  is  so  voluminous — ^that  every  major  public  health  organization  and  relevant 
scientific  authority  in  the  world  is  in  agreement.  It  is  FDA’s  responsibility  to  base  its 
regulatory  actions  on  well-founded  and  accepted  scientific  facts.  In  this  case,  FDA 
believes  that  a  very  strong  scientific  basis  exists  on  which  to  conclude  that  it  is  foreseeable 
that  nicotine  will  produce  pharmacological  effects  jn  a  substantial  number  of  tobacco 
consumers  and  that  those  consumers  will  use  tobacco  products  to  satisfy  their  addiction 
and  to  obtain  the  other  pharmacological  effects  of  nicotine.  To  conclude  otherwise  would 
not  be  credible. 


Surgeon  General’s  Report,  1988,  at  13-17.  See  AR  (Vol.  129  Ref.  1592). 

Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues  Concerning  Nicotine- 
Containing  Cigarettes  and  Other  Tobacco  Products”  (Aug.  2, 1994),  at  336-342.  See  AR  (Vol.  255  Ref. 
3445). 
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7.  Response  to  Additional  Comments 

a.  Comments  on  the  Professional  Consensus  That  Nicotine  Is  Addictive 
1 .  More  than  150  professional  health  organizations  or  chapters,  representing 

over  600,000  individuals  and  organizations,  commented  on  whether  nicotine  is  addictive. 
Virtually  all  concluded  that  it  is.  These  groups  include  the  following: 

•  The  American  Cancer  Society 

•  The  American  College  of  Physicians 

•  The  American  Heart  Association  j 

•  The  American  Lung  Association 

•  The  American  Medical  Association 

•  The  American  Psychiatric  Association 

•  The  American  Psychological  Association 

•  The  American  Society  of  Addiction  Medicine 

•  The  College  on  Problems  of  Drug  Dependence 

•  The  Society  of  General  Internal  Medicine 

•  The  Society  for  Head  and  Neck  Surgeons 

•  The  Society  for  Research  on  Nicotine  and  Tobacco 

•  The  Virginia  Society  of  Hospital  Pharmacists 

FDA  also  notes  that,  of  the  more  than  1,100  physicians,  pharmacists,  and  other  health 
professionals  who  commented  on  whether  nicotine  is  addictive,  virtually  all  agreed  that 
it  is.  ^ 

The  Agency  concurs  with  the  unanimous  conclusion  of  these  organizations,  most 
of  which  have  expertise  in  this  area.  FDA  notes  that  organizations  with  \'ast  experience 
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examining  other  addictive  drugs  reached  the  same  conclusion  as  organizations  with  vast 
experience  studying  nicotine.  The  former  organizations  include  the  American  Psychiatric 
Association,  the  American  Society  of  Addiction  Medicine,  the  National  Institute  on  Dmg 
Abuse,  and  the  World  Health  Organization.  The  latter  include  the  American  College  of 
Chest  Physicians  and  the  Surgeon  General’s  expert  conmiittees  on  tobacco. 

2.  The  tobacco  industry  disputes  the  process  by  which  the  American 
Psychiatric  Association  concluded  that  nicotine  is  addictive.  The  industry  quotes  several 
critical  comments  about  the  Diagnostic  and  Statistical  Manual  to  suggest  that  the  entire 
DSM  structure  of  classifying  all  psychiatric  diagnoses  is  flawed.  This  position,  held  by  a 
small  minority  of  psychiatrists,  has  been  decisively  rejected  by  the  profession  as  a  whole. 

The  DSM-FV  is  now  used  throughout  the- world  to  classify  psychiatric  disorders,  including 
drug  dependence. 

FDA  notes  that,  aside  from  this  argument  against  the  American  Psychiatric 
Association,  the  industry  does  not  dispute  the  expertise  or  decision-making  capabilities  of 
any  of  the  other  medical  authorities  originally  cited  by  FDA.  These  authorities — ^which 
unanimously  have  concluded  that  nicotine  is  addictive — include  the  U.S.  Surgeon  General, 
the  World  Health  Orgtmization,  the  American  Medical  Association,  the  American 
Psychological  Association,  the  Royal  Society  of  Canada,  and  the  Medical  Research 
Council  of  the  United  Kingdom. 

b.  Comments  on  the  Definition  of  Addiction 

1 .  Several  tobacco  industry  comments  argue  that  cigarettes  and  smokeless 
tobacco  are  not  addictive  under  a  now-discarded  definition  of  addiction  developed  in  the 
1950’s  and  used  by  the  U.S.  Surgeon  General  in  1964. 
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FDA  disagrees  with  these  comments.  First,  the  tobacco  industry  borrows  only 
selectively  from  the  1950’s  definition  of  addiction,  emphasizing  only  certain  criteria  from 
that  definition.  Second,  while  the  scientific  community  has  rejeaed  this  historical 
definition  in  part  because  it  failed  to  clearly  classify  cocaine  and  amphetamines  as 
addictive,  see  section  II.A.3.b.,  above,  subsequent  evidence  has  shown  that  nicotine  would 
now  qualify  as  addictive  even  by  this  outdated  definition.  The  criteria  cited  by  the 
Surgeon  General, which  were  not  met  by  nicotine  on  the  basis  of  data  available  in  the 
early  1960’s,  are  all  met  on  the  basis  of  data  available  today.  These  include  the  following: 

•  Surgeon  General’s  1%4  conclusion:  No  overpowering  compulsion  to  use  the  drug. 

Subsequent  data:  Ample  documentation  exists  today  that  persons  dependent  upon 
cocaine,  heroin,  or  alcohol  find  it  as  difficult  to  abstain  from  tobacco  as  from  these 
other  drugs  and  that  persons  who  know  that  their  lives  are  in  imminent  danger  from 
smoking  nevertheless  continue  to  smoke.^”® 

•  Surgeon  General’s  1964  conclusion:  No  tendency  to  increase  the  dose. 


Department  of  Health,  Education,  and  Welfare,  Public  Health  Service,  Smoking  and  Health:  Report  of 
the  Advisory  Committee  to  the  Surgeon  General  of  the  Public  Health  Service  (Washington  DC:  GPO, 
1964),  at  349-352.  See  AR  (VoL  43  Ref.  156). 

Henningfield  JE,  Cohen  C  Slade  JD,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR  (Vol.  Ill  Ref.  3904). 

Kozlowski  LT,  Wilkinson  DA  Skinner  W,  et  a/.,  Comparing  tobacco  cigarette  dependence  with  other 
drug  dependencies,  Journal  of  the  American  Medical  Association  1989;261:898-901.  See  AR  (VoL  84 
Ref.  350). 

West  R,  Himbury  S,  Smoking  habits  after  laryngectomy,  British  Medical  Journal  1985;291:514-515.  See 
AR  (Vol.  6  Ref.  59). 

Davison  G,  Duffy  M,  Smoking  habits  of  long  term  survivors  of  surgery  for  lung  cancer.  Thorax 
1982;37:331-333.  See  AR  (VoL  6  Ref.  58). 
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.Subsequent  data:  We  now  know  that  only  about  10%  of  cigarette  srnokers  are  able  to 
sustain  a  level  of  intake  of  five  or  fewer  cigarettes  per  day.  For  example,  one  study 
found  that  90%  of  people  who  smoke  escalate  to  daily  doses  of  five  or  more 
cigarettes.^®’  Cigarettes  are  similar  to  morphine-like  drugs  in  that,  when  either 
substance  is  readily  available  to  the  user,  intake  often  escalates  over  a  period  of 

months  or  years  and  then  stabilizes  at  a  level  that  may  vary  little  from  day  to  day  for 

202 

many  years. 

•  Surgeon  General’s  1964  conclusion:  No  physical  dependence  on  the  effects  of  the 
drug. 

Subsequent  data:  The  documentation  that  nicotine  produces  physical 
dependence  has  now  been  provided  by  scores  of  clinical  treatment  studies 
and  laboratory  studies  with  humans  and  animals.^®^  There  is  a  characteristic 


Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (Vol.  535  Ref.  96,  vol.  IIl.A). 

Henningfield  JE,  Cohen  C  Slade  JD,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  AR(VoL  277  Ref.  3904). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573).  See  AR  (Vol.  535 
Ref.  %,  voL  UI.G). 

Henningfield  JE,  Cohen  C,  Slade  JD,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR  (Vol.  Ill  Ref.  3904). 

Kozlowski  LT,  Wilkinson  DA,  Skiimer  W,  et  ai.  Comparing  tobacco  cigarette  dependence  with  other 
drug  dependencies.  Journal  of  the  American  Medical  Association  1989;261:898-901.  See  AR  (Vol.  84 
Ref.  350). 

Surgeon  General’s  Report,  1988,  at  145-240.  See  AR  (Vol.  129  Ref  1592). 

Corrigall  WA,  Herling  S,  Coen  KM,  Evidence  for  a  behavioral  deficit  during  withdrawal  from  nicotine 
treatment,  Pharmacology  Biochemistry  and  Behavior  1989;  33:559-562.  See  AR  (Vol.  139  Ref  1626). 
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tobacco  withdrawal  syndrome  that  has  been  recognized  by  leading  medical 

•  •  204 

organizations. 

•  Surgeon  General’s  1%4  conclusion:  Detrimental  effects  on  society  are  not  well 
documented. 

Subsequent  data:  The  detrimental  effects  on  smokers  themselves  were  recognized  in 
1964;  however,  it  was  not  until  the  1980’s  that  the  direct  adverse  effects  of  smoking 
upon  nonsmokers  and  the  fetuses  of  pregnant  smokers  were  unequivocally 
documented.^®^  Moreover,  it  is  now  recognized  that  nicotine  has  a  severe  adverse 
economic  impact  on  many  aspects  of  society 

In  addition  to  these  four  specific  criteria,  the  Surgeon  General  in  1964  mentioned 
several  other  reasons  for  failing  to  categorize  nicotine  as  addicting.  These  conclusions  and 
the  current  data  are  as  follows; 

•  Surgeon  General’s  1964  conclusion:  Cigarette  smokers  did  not  become  intoxicated. 

Levin  ED,  Morgan  MM,  Galvez  C,  et  ai.  Chronic  nicotine  and  withdrawal  effects  on  body  weight  and 
food  and  water  consumption  in  female  rats.  Physiology  and  Behavior  1987;  39:441-444.  See  AR  (Vol. 

278  Ref.  3932) 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  244-245.  See  AR  (VoL  37  Ref.  8). 

Department  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  The  Health  Consequences 
of  Involuntary  Smoking:  A  Report  of  the  Surgeon  General  (Atlanta:  DHHS,  1986)  (hereinafter  cited  as 
Surgeon  General’s  Report,  Involuntary  Smoking,  1986).  See  AR  (VoL  128  Ref.  1591). 

McGinnis  JM,  Foege  WH,  Actual  causes  of  death  in  the  United  States,  Journal  of  the  American 
Medical  Association  1993;27(K18):2207-2212.  See  AR  (VoL  2  Ref.  15-1). 

Hearing  on  Preventive  Health:  An  Ounce  of  Prevention  Saves  a  Pound  of  Cure,  Before  the  Special 
Committee  on  Aging,  U.S.  Senate,  103d  Cong.,  1st  Sess.  2  (May  6, 1993)  (statement  of  Roger  Herdman, 

Maria  Hewitt,  Mary  Laschober  on  smoking-related  deaths  and  financial  costs:  Office  of  Technology 
Assessment  Estimates  for  1990).  See  AR  (Vol.  170  Ref.  2024). 

Hodgson  TA,  Cigarette  smoking  and  lifetime  medical  expenditures,  National  Center  for  Health  Statistics, 

Milbank  Quarterly  1992;70(1):81-125.  See  AR  (VoL  19  Ref.  22). 
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Subsequent  data:  It  is  now  well  understood  that  nicotine  can  intoxicate,  intoxication  is 
a  sign  of  nicotine  overdose,  and  first-time  users  often  become  intoxicated.^®’  The 
ability  of  nicotine  to  produce  strong  physiological  and  behavioral  effects,  including 
death  at  high  doses,  is  no  less  than  that  of  amphetamine  or  morphine.^®*  In  practice, 
intoxication  is  rarely  evident  in  regular  users  because  they  have  developed  an 
extremely  high  level  of  tolerance  to  this  effect  of  nicotine,^®^ 

•  Surgeon  General’s  1964  conclusion:  Subjective  effects  of  nicotine  itself  were  not  well 
'  documented.  The  1942  study  by  Johnston  showing  that  intravenous  nicotine  could 
mimic  the  effeas  of  smoking^'®  was  apparently  given  little  weight  because  the  study 
did  not  have  the  appropriate  control  conditions  to  mle  out  bias. 

Subsequent  data:  By  the  1980’s  and  1990’s,  many  properly  controlled  studies  using 
nicotine  delivered  intravenously,  intranasally,  and  by  inhalation  essentially  confirmed 
Johnston’s  findings.^" 

Surgeon  General’s  Report,  1988,  at  593-594.  See  AR  (Vol.  129  Ref.  1592). 
at  272-274,  594. 
at  593-595. 

Johnston  LM,  Tobacco  smoking  and  nicotine.  Lancet  1942;2:742.  See  AR  (VoL  278  Ref.  3947). 

See,  e.g.,  Jones  RT,  Farrell  TR  III,  Heming  Rl,  Tobacco  smcddng  and  nicotine  tolerance,  in  Self- 
Administration  of  Abused  Substances:  Methods  for  Study,  ed.  Krasnegor  NA  NIDA  Research 
Monograph  20  (Rockville  MD:  National  Institute  on  Drug  Abuse,  1978),  at  202-208.  See  AR  (Vol.  41 
Ref.  88). 

Henningfield  JE,  Miyasato  K,  Jansinski  DR  Abuse  lial^ty  and  {^annacodynamic  dbaracteristics  (tf  intravoious 
and  inhaled  nicotine,  Journal  of  Pharmacology  and  Experimental  Therapeutics  1985;234: 1-12.  See  AR  (Vol. 

39  Ref.  69). 

Pomerleau  CS,  Pomerleau  OF,  Euphoriant  effect  of  nicotine  in  smokers.  Psychopharmacology 
1992;108:460-465.  AR  (Vol.  87  Ref.  426). 

Perkins  KA,  Grobe  JE,  Epstein  LH,  et  ai.  Chronic  and  acute  tolerance  to  subjective  effects  of  nicotine. 
Pharmacology,  Biochemistry  and  Behavior  1993;45:375-381.  See  AR  (Vol.  271  Ref.  312&). 
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•  Surgeon  General’s  1964  conclusion:  No  well-controlled  demonstration  that  nicotine 
substitution  could  facilitate  tobacco  abstinence. 

Subsequent  data:  The  absence' of  a  nicotine-delivering  medication  effective  in  helping 
people  to  achieve  abstinence  was  also  noted  in  the  1964  report.  There  is  now 
powerful  evidence  that  products  devoid  of  any  tobacco  constituent  except  nicotine  are 
effective  aids  to  smoking  cessation  and  to  providing  relief  of  withdrawal  symptoms.^^^ 

•  Surgeon  General’s  1964  conclusion:  Personality  deficit  criteria  did  not  appear 
satisfied. 

Subsequent  data:  It  was  noted  that  not  categorizing  tobacco  use  as  an  addiction 
avoided  the  inference  that  smokers  would  be  considered  to  have  “serious  personality 
defects”  under  the  definition  of  addiction  then  in  place.  We  now  understand  that  many 
people  who  develop  addictions  to  cocaine,  heroin,  alcohol,  or  nicotine  have  no 
documented  underlying  personality  disorder.  Rather,  the  major  cause  of  addiction  is 


Perkins  KA,  Grobe  JE,  Epstein  LH,  et  ai.  Effects  of  nicotine  on  subjective  arousal  may  be  dependent  on 
baseline  subjective  state,  Journal  of  Substance  Abuse  1992;4:131-141.  See  AR  (Vol.  348  Ref.  5516). 

Sutherland  G,  Stapleton  JA,  Russell  MAH,  et  ai.  Randomised  controlled  trial  of  nasal  nicotine  spray  in 
smoking  cessation.  Lancet  1992;34():324-329.  See  AR  (VoL  91  Ref.  527). 

# 

Sutherland  G,  Russell  MA,  Stapleton  J,  et  a/..  Nasal  nicotine  spray:  a  rapid  nicotine  delivery  system, 
Psychopharmacology  1992;108:512-518.  AR(VoL  91  Ref.  526). 

Fagerstrom  KO,  Sawe  U,  Tonnesen  P,  Therapeutic  use  of  nicotine  patches:  efficacy  and  s^ety. 
Journal  of  Drug  Development  1993;5:191-205.  See  AR  (Vol.  76  Ref.  156). 

1 

Fiore  M(^  Smith  SS,  Jorenby  DE,  et  ai.  The  effectiveness  of  the  nicotme  patdi  for  smoking  cessation:  a 
meta-analysis.  Journal  of  the  American  Medical  Association  1994;271:1940-1947.  See  AR  (Vol.  6  Ref. 
64-1). 

Fiore  MC,  Jorenby  DE,  Baker  TB,  et  a/..  Tobacco  dependence  and  the  nicotine  patch,  Journal  of  the 
American  Medical  Association  1992;268:2687-2694.  See  AR  (VoL  351  Ref.  5609). 

Surgeon  General’s  Report,  1988,  at  208.  See  AR  (Vol.  129  Ref.  1592). 
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the  presence  of  a  psychoactive,  reinforcing  drug  and  adequate  access  to  the  drug  to 
enable  the  development  and  sustenance  of  addiction. 

Thus,  it  is  virtually  certain  that  tobacco  use  would  be  considered  an  addiction  under  the 
definition  used  by  the  Surgeon  General  in  1964.  Indeed,  FDA  notes  that  a  study 
sponsored  by  the  tobacco  industry  in  1963  concluded  that  tobacco  was  addictive  under  the 
same  definition  used  by  the  Surgeon  General  in  1964.^*^ 

2.  The  tobacco  industry  observes  that  definitions  of  addiction  from  several 
medical  authorities  are  not  identical,  quotes  several  experts  stating  that  whether  tobacco  is 
addictive  depends  on  the  definition  of  addiction,  and  presents  excerpts  from  several 
scientific  publications  to  suggest  that  no  precise  definition  of  addiction  exists.  The 
industry  also  argues  that  the  use  of  the  word  “addiction”  rather  than  “dependence”  is 
political  and  claims  that  the  modem  definition  of  addiction  is  motivated  by  public  health 
goals,  morality,  and  lawsuits.  The  industry  concludes  that  the  modem  definition  of 
addiction  is  inappropriate  for  use  in  considering  whether  a  product  is  a  dmg  under  the 
Act. 

FDA  disagrees.  As  discussed  in  section  ILA.3.b.,  above,  there  is  remarkable 
consensus  among  medical  authorities  around  the  world  on  the  meaning  of  addiction.  The 
subtle  variations  among  written  definitions  reflect  wording  and  emphasis,  not  significant 
differences  in  concepts;  such  variations  are  not  surprising,  given  that  medical  organizations 
often  write  their  own  definitions  of  diseases  and  disease  progression.  International 
consistency  on  the  meaning  of  addiction  is  demonstrated  by  the  fact  that  all  relevant 

Knapp  PH,  Bliss  CM,  Wells  H,  Addictive  aspects  in  heavy  cigarette  smoking,  American  Journal  of 
Psychiatry  1963;  1 19:966.  See  AR  (Vol.  528  Ref.  97,  appendix  16). 
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scientific  bodies  have  concluded  that  nicotine  is  addictive.  Indeed,  the  tobacco  industry 
fails  to  suggest  any  reason  to  believe  that  the  current  international  understanding  of 
nicotine  as  addictive  will  change  in  the  future. 

The  industry’s  quoting  of  addiction  experts  on  the  importance  of  defining 
addiction  is  not  an  argument  against  FDA’s  position.  It  is  axiomatic  that  whether  nicotine 
is  addictive  depends  on  the  definition  of  addiction.  The  industry  fails,  however,  to  show 
that  nicotine  would  not  be  considered  addictive  under  any  of  the  current  definitions  of 
addiction. 

The  industry’s  use  of  an  article  from  the  Journal  of  the  American  Medical 
Association  to  show  that  the  definition  of  addiction  is  imprecise  is  equally  unpersuasive.^*'* 
The  article  describes  how  a  national  panel  was  appointed  in  1983  to  try  to  settle  variations 
in  definitions  relating  to  substance  abuse.  The  panel  surveyed  dozens  of  experts  from 
major  scientific  organizations  and  produced  a  consensus  definitibn  of  addiction:  “A 
chronic  disorder  characterized  by  the  compulsive  use  of  a  substance  resulting  in  physical, 
psychological,  or  social  harm  to  the  user  and  continued  use  despite  that  harm.”^*^  This 
definition  again  is  entirely  consistent  with  the  modem  definition  of  addiaion  relied  on  by 
FDA,  not  the  tobacco  industry’s  preferred  version  from  the  1950*s. 

The  industry  selectively  quotes  from  several  scientific  publications  that  discuss 
subtle  arguments  over  the  precise  definition  of  addiction.  But  these  debates  occur  within  a 


Rinaldi  RC,  Steindler  EM,  Wilford  BB,  et  a/..  Clarification  and  standardization  of  substance  abuse 
tenninology.  Journal  of  the  American  Medical  Association  1988;259(4):555-557.  See  AR  (Vol.  535  Ref. 
96  vol.  III.L). 
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broad  understanding  of  addiction  that  has  garnered  overwhelming  consensus.  This 
understanding  universally  considers  nicotine  to  be  addictive. 

FDA,  like  many  scientific  and  public  health  authorities,  uses  “addiction”  and 
“dependence”  interchangeably.  Regardless  of  the  terminology  used,  the  concept  that 
nicotine  has  substantial  pharmacological  effects  on  the  brains  of  users  that  cause  people  to 
use  tobacco  compulsively  is  the  same.  Furthermore,  any  implication  that  the  modem 
scientific  understanding  of  addiction  is  motivated  by  public  health  goals,  morals,  or 
lawsuits  is  mistaken.  As  discussed  in  section  II.A.S.b.,  above,  the  tobacco  industry’s 
preferred  definition  was  discarded  on  scientific  grounds  in  1964, 15  years  before  nicotine 
was  first  considered  addictive. 

Thus,  there  is  no  basis  upon  which  to  conclude  that  FDA’s  fmding  that  nicotine  is 
addictive — ^a  conclusion  with  nearly  universal  scientific  backing — is  not  useful  in 
determining  whether  nicotine  is  a  “drug”  under  the  Act.  The  fact  that  nicotine  meets  all 
currently  accepted  scientific  definitions  of  a  dependence-producing  drug  and  that  these 
definitions  include  as  a  criterion  psychoactive  effects  on  the  brain  is  highly  relevant  to  the 
Agency’s  inquiry. 

c.  General  Comments  on  Laboratory  Evidence  of  Addictive  Potential 

1 .  Comments  from  numerous  health  professionals  and  scientists  agree  with  FDA 
that  laboratory  data  in  animals  and  humans  provide  compelling  evideiKe  that  nicotine  in 
cigarettes  and  smokeless  tobacco  is  a  pharmacologically  aaive  agent  that  causes  addiction. 

For  example,  the  American  Medical  Association  stated  that  it  “concurs  with  the  scientific 
rationale  and  legal  basis  for  the  FDA  proposed  action,”  and  that  it  “strongly  supports  the 
scientific  basis  regarding  nicotine . . .  and  its  essential  role  in  maintaining  demand  for  tobacco 
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products.”  Similarly,  the  Coalition  on  Smoking  OR  Health — an  organization  representing  the 
American  Heart  Association,  American  Lung  Association,  and  American  Cancer  Society — 
carefully  reviewed  the  Jurisdictional  Analysis  “for  accuracy,  objectivity,  and  completeness”  and 
concluded  that  “the  FDA  documents  represent  the  most  comprehensive,  objeaive  and 
scientifically  accurate  analysis  of  the  impaa  of  nicotine  containing  cigarettes  and  smokeless 
tobacco  on  the  body  ever  conducted.” 

2.  The  tobacco  industry  repeatedly  comments  that  evidence  firom  one  laboratory 
test  by  itself  is  not  enough  to  justify  tte  conclusion  that  nicotine  is  addictive.  For  example,  the 
industry  argues  that  positive  results  in  drug  discrimination  tests  in  animals  are  not  sufficient  to 
prove  that  nicotine  is  addictive,  as  some  nonaddiaive  substances  also  test  positive.  The 
industry  repeats  this  same  argument  for  subjeaive  effects  testing  and  animal  self-administration 
studies.  On  several  occasions,  the  industry  uses  quotations  fi'om  addiction  experts  to  support 
these  arguments. 

FDA  agrees  that  evidence  firom  each  test  alone  may  not  prove  conclusively  that 
nicotine  is  addictive.  But  addiction  authorities  around  the  world  determine  whether  a 
substance  is  addicting  by  considering  results  firom  all  of  the  tests  together.  Nicotine  tests 
positive  in  animal  and  human  drug  discrimination  tests,  subjective  effects  tests,  and  animal  and 
human  self-administration  tests.  Considering  such  evidence,  the'  scientific  community  has 
overwhelmingly  concluded  that  nicotine  is  addictive. 

The  tobacco  industry’s  selective  use  of  quotations  firom  addiction  experts  illustrates  the 
point.  On  several  occasions,  the  industry  tries  to  make  it  appear  that  the  individuals  quoted 
believe  that  addiction  testing  methods  are  not  reliable  or  that  nicotine  is  not  addictive.  In  feet, 
these  individuals  are  on  record  as  reaching  the  opppsite  conclusions.  For  example,  the 
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tobacco  industry  selectively  quotes  from  the  work  of  Balster  that  “(tjhe  results  of  self- 
administration  studies  should  not  be  used  alone  for  evaluating  abuse  potential.  A  number 
of  drugs  which  probably  possess  minimal  or  no  abuse  potential  have  been  shown  to 
function  as  reinforcers  in  preclinical  drug  self-administration  studies.”  The  industry 
also  culls  a  quote  from  Woods  that  “[i]t  should  be  clear  that  the  proposition,  viz., 
that  the  drugs  that  serve  as  reinforcers  in  animals  are  abused  by  humans,  is  greatly 
oversimplified.”^*’  In  both  cases,  however,  the  authors  believe  that  demonstrating  that  a 
drug  tests  positive  in  both  self-administration  studies  and  drug  discrimination  studies  is 
sufficient  evidence  of  its  abuse  liability.^**  Nicotine  has  repeatedly  proved  positive  in  both 
tests. 

d.  Comments  on  Tests  of  Psychoactivity 

1 .  The  tobacco  industry  disputes  FDA’s  analysis  of  drug  discrimination  tests  in 
animals.  The  industry  argues  that  the  purpose  of  drug  discrimination  studies  is  merely  to 
demonstrate  that  the  test  subject  “recognizes”  or  “identifies”  a  substance  that  has  been 
administered.  The  industry  further  claims  that  laboratory  animals  have  been  able  to 


Balster  RL,  Drug  abuse  potential  evaluation  in  animals,  British  Journal  of  Addiction  1991;86: 1549- 
1558,  at  1 555.  See  AR  (Vol.  8  Ref.  89). 

Woods  J,  Some  thoughts  on  the  relations  between  animal  and  human  drug-taking.  Progress  in  Neuro¬ 
psychopharmacology  and  Biological  Psychiatry  1983;7:577-584,  at  582.  See  AR  (Vol.  535  Ref.  96, 
vol.  I1I.N). 

Balster  RL,  Drug  abuse  potential  evaluation  in  animals,  British  Journal  of  Addiction  1991;86: 1549- 
1558,  at  1555.  See  AR  (VoL  8  Ref.  89). 

Woods  J,  Some  thoughts  on  the  relations  between  animal  and  human  drug-taking.  Progress  in  Neuro¬ 
psychopharmacology  and  Biological  Psychiatry  1983;7:577-584,  at  582.  See  AR  (Vol.  535  Ref.  96, 
vol.  I1I.N). 
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discriminate  nicotine  in  the  studies  cited  by  FDA  because  researchers  used  amounts  of  nicotine 
that  vastly  exceed  the  nicotine  yields  in  commercial  cigarettes. 

FDA  disagrees.  Drug  discrimination  studies  are  not  just  a  measure  of  whether  or  not 
the  subject  can  “recognize”  or  “identify”  a  substance;  these  studies  assess  the  psychoaaivity  of 
a  drug.  Drugs  that  can  be  successfully  discriminated  from  placebo  are  psychoactive.^’’ 

FDA  also  disagrees  that  animals  can  discriminate  nicotine’s  stimulus  properties  only 
when  receiving  doses  that  vastly  exceed  those  absorbed  by  human  smokers.  It  is  misleading  to 
make  a  direct  comparison  between  the  training  dose  administered  to  animals  and  the  nicotine 
yields  of  commercial  cigarettes.  Pharmacological  effects  elicited  by  a  drug  are  the  result  of  its 
plasma  concentration  and  the  amount  of  drug  at  the  receptor  site  (Le.,  site  of  aaion),  not 
necessarily  of  how  much  drug  is  in  the  product  or  the  amount  of  drug  administered  per 
kilogram  of  body  weight.  This  distinaion  becomes  critical  when  comparing  animals  with 
different  abilities  to  metabolize  drugs.  The  same  amount  of  drug  per  kitogram  administered  to 
two  species  may  lead  to  radically  different  plasma  concentrations,  for  example,  if  one  species 
breaks  down  and  excretes  the  dmg  fester  than  the  other. 

A  study  by  Pratt  et  cited  by  the  comment  aaually  demonstrates  that  doses  of 
nicotine  that  can  be  discriminated  by  rats  yield  a  plasma  concentration  of  nicotine  that  is 
comparable  to  the  plasma  concentration  of  nicotine  in  human  smokers.  Accordingly,  rats  can 
learn  to  discriminate  a  dose  of  nicotine  physio togically  comparable  to  the  dose  received  by 


Surgeon  General’s  Report,  1988,  at  170-171.  See  AR  (VoL  129  Ref.  1592). 

Pratt  JA  Stdaman  IP,  Garcha  HS,  et  al..  Discriminative  stimulus  j^operties  (rf  nicotine:  further  evidence 
for  mediation  at  a  cholinwgic  receptor.  Psychopharmacology  1983;81:54-60.  See  AR  (Vol.  8  Ref.  90-2). 
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cigarette  smokers  and  smokeless  tobacco  users.  Two  studies  by  Stolerman  et  also 
demonstrated  that  rats  can  discriminate  finom  saline  a  dose  of  nicotine  that  is  comparable  to  the 
dose  delivered  to  human  tobacco  users. 

2.  The  tobacco  industry  argues  that  nicotine’s  aaion  as  a  discriminative  stimulus 

is  not  exaaly  tl«  same  as  that  of  cocaine  and  amphetamine. 

It  is  well  known  that  nicotine  does  not  behave  identically  to  cocaine  and  amphetamine 

in  drug  discrimination  experiments.  This  difference  does  not  mean  that  nicotirte  is  not  an 

addictive  drug,  however.  Amphetamine,  morphine,  alcohol,  aixl  nicotine  can  all  be  ' 

differentiated  from  one  another  by  animals  and  humans  because  of  their  unique  effects.  The 

fact  that  nicotine  is  not  identical  to  cocaine  is  no  more  relevant  than  the  fact  that  cocaine  is  not 

identical  to  morphine.  What  is  critical  is  that  all  of  these  drugs  are  psychoactive  because  of 

their  effects  on  the  brain.  The  published  data  have  shown  that  there  are  qualitative  differences’ 

\ 

in  these  drugs’  discriminative  stimulus  effects  and  that  nicotine  produces  effects  more 
amphetamine-like  than  morphine- like  in  animals  and  humans.^“  Thus,  while  nicotine’s 
discriminative  stimulus  effects  are  unique,  they  resemble  the  effeas  of  stimulants  more  ctosely 
than  those  of  sedatives.  These  data  confirm  that  nicotine  produces  critical  discriminative  and 
subjeaive  effects  shared  by  dependence-producing  drugs. 

Stdennan  IP,  Garcha  HS,  Ptatt  JA  et  al.,  Rde  of  training  dose  in  discnminati(»  of  nicotine  and  related 
aanpounds  by  rats,  Psychopharmocology  1984;84:413-419.  See  AR  (Vol.  8  Ret  90-5). 

Stolerman  IP,  Discriminative  stimulus  effects  of  nicotine  in  rats  trained  under  different  schedules  of 
reinforcement.  Psychopharmacology  1989;97:131-138.  See  AR  (VoL  9  Ref.  90-6). 

Pratt  JA  Stdmnan  IP,  Gardia  HS,  et  al..  Discriminative  stimulus  iM'opaties  ctf  nicotine:  further  evid^ce 
fcr  mediation  at  a  cholinergic  recq)lor.  Psychopharmacology  1983;81:54-60.  See  AR  (Vol.  8  Ret  90-2). 

Stderman  EP,  Gardia  HS,  Pratt  J  A  et  al.,  Rde  Of  training  dose  in  discriminaticn  d  nicotine  and  related 
compounds  by  rats,  Psychopharmocology  1984;84:413-419.  See  AR  (Vd.  8  Ref.  90-5). 
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3.  The  tobacco  industry  contests  FDA’s  interpretation  of  three  studies  on  drug 
discrimination  in  humans  cited  in  the  Jurisdictional  Analysis.  The  industry  concludes  that  there 
is  no  evidence  to  suggest  that  nicotine  functions  as  a  discriminative  stimulus  in  humans. 

Upon  review  of  these  studies  and  the  administrative  record,  FDA  concludes  that  there 
is  convincing  evidence  that  nicotine  tests  positive  in  human  drug  discrimination  studies.  The 
industry  disputes  the  conclusion  that  a  study  by  Kallman  et  al.  proved  that  discrimination 
occurred  in  the  central  nervous  system^^  FDA,  however,  never  drew  this  conclusion.  FDA 
cited  this  study  to  denwnstrate  that  smokers  can  differentiate  between  high-  and  tow-nicotine 
cigarettes,  a  finding  conceded  by  the  industry.  Much  other  evidence  in  the  administrative 
record,  described  in  section  II.A.3-C.L  of  this  document  and  in  the  1988  Surgeon  General’s 
report,^^  demonstrates  that  the  discrimination  occurs  in  the  central  nervous  system. 

The  industry  also  claims  that  a  study  by  Perkins  et  al.  did  not  demonstrate 
discrimination.^^  Noting  that  male  subjects  identified  2  ug/kg  of  nicotine  (administered  by 
nasal  spray)  versus  placebo  correctly  50%  of  the  time,  the  industry  claims  that  this  is 
exactly  the  percentage  that  would  do  so  by  chance.  The  industry  concludes  that  the  drug 
discrimination  demonstrated  by  this  study  was  due  purely  to  chance  and  was  not  due  to 
any  effects  of  nicotine  in  the  brain. 


Kallman  WM,  Kallman  Ml,  Many  GJ,  et  a/..  Nicotine  as  a  discriminative  stimulus  in  human  subjects, 
in  Drug  Discrimination:  Applications  in  CNS  Pharmacology,  eds.  Colpaert  FC,  Slangen  JL  (Amsterdam: 
Elsevier  Biomedical  Press,  1982),  at  211-218.  See  AR  (Vol.  41  Ref.  89). 

Surgeon  General's  Report,  1988,  at  176-178.  See  AR  (VoL  129  Ref.  1592). 

Perkins  K,  Grobe  J,  Scierka  A,  et  al..  Discriminative  stimulus  effects  of  nicotine  in  smokers,  in 
International  Symposium  on  Nicotine:  The  Effects  of  Nicotine  on  Biological  Systems  II,  eds.  Clarice  PBS, 
Quik  M,  Thurau  K,  et  al.  (Basel:  Birkhauser  Verlag,  1994),  at  1 1 1.  See  AR (VoL  42  Ref.  111). 
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Upon  review  of  the  Perkins  study,  FDA  notes  that  the  industry  has  seriously 
misinterpreted  its  results.  The  study’s  objective  was  to  determine  whether  subjects  could 
differentiate  the  low  dose  of  12  ug/kg  of  nicotine  versus  placebo,  and  its  finding  was  that 
100%  of  all  subjects  correctly  identified  nicotine  at  this  dose  at  least  80%  of  the  time.  The 
authors  concluded,  “These  findings  indicate  that  humans  are  able  to  discriminate  among 
low  do^  of  nicotine.”^^  (The  dose  of  12  ug/kg  of  nicotine  is  less  than  the  typical  dose 
of  nicotine  received  from  a  cigarette.^^)  Having  demonstrated  this  finding,  the  authors 
went  on  to  test  even  smaller  doses  to  determine  the  lowest  dose  of  effective 
discrimination,  that  is,  the  dose  at  which  subjects  discriminated  nicotine  at  least  50%  of 
the  time.  That  such  a  dose  exists  does  not  disprove  nicotine’s  role  as  a  discriminative 
stimulus,  as  implied  by  the  tobacco  industry;  a  minimal  dose  that  cannot  be  differentiated 
from  placebo  exists  for  all  psychoactive  drugs. 

Finally,  the  industry  contends  that  a  study  by  Goldfaib  et  al.  is  not  a  formal 
.  \ 

“discrimination”  study.  The  Goldfaib  study  was  cited  not  as  a  discrimination  study  but  to 
demonstrate  that  humans  can  differentiate  between  cigarettes  with  different  nicotine  yields, 
a  conclusion  conceded  by  the  industry. 

4.  The  tobacco  industry  argues  that  studies  of  the  “sutyective  efEects”  of  nicotine 
have  vague  methods  and  use  subjects  who  are  not  representative  of  all  smok^.  These 


Peikiiis  KA,  Grobe  JE,  Epstein  LH,  et  al.^  Chronic  and  acute  tolerance  to  subjective  efEects  of  nicotine. 
Pharmacology,  Biochemistry  and  Behavior  1993;45:375-381.  See  AR  (VoL  271  Ref.  3728). 

Gotd&ib  TL,  Gritz  ER,  Jarvik  ME,  et  oL,  Reactions  Urdgaiettes  as  a  function  of  nicotine  and  “tar,”  Clinical 
Pharmacology  and  Therapeutics  1976;19:767-772.  See  ARCVd.  39  Ret  53). 
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Comments  criticize  a  study  by  Henningfiekl  et  which  was  cited  by  the  Agency.  The 
industry  further  argues  that  the  “subjeaive  effects”  of  cigarettes  could  be  secondary  to  tar  and 
cites  a  study  to  suggest  that  nicotine-firee  cigarettes  cause  “liking.”^  The  industry  thus 
disputes  FDA’s  conclusion  that  nicotine  produces  subjective  effeas  that  ate  similar  to  those  of 
other  addictive  drugs. 

FDA  disagrees.  A  wide  range  of  evidence,  discussed  in  section  n.A,3.c.l,  above, 
demonstrates  that  nicotine,  whether  administered  alone  or  in  a  cigarette,  behaves  like  other 
addictive  drugs  in  “subjective  effeas”  testing.  Upon  review  of  this  evidence,  FDA  notes  that 
the  industry  criticized  only  one  of  its  cited  studies. 

FT)A  further  concludes  that  the  Henningfield  study  is  accurate  and  consistent  \\Tth  the 
findings  of  other  researchers.  The  study  design  used  by  Henningfield  a  a/,  is  a  standardized 
procedure  for  qualifying  the  abuse  liability  of  drugs  in  humans;  it  is  used  nationally  and 
internationally  by  addiaion  researchers.^^^  The  use  of  subjects  with  histories  of  drug  abuse  is 
also  standard  praaice  in  such  studies;  indeed,  as  described  in  seaion  n.Au3.c.l,  above,  these 
‘  subjeas  are  emptoyed  because  they  can  use  their  history  to  distinguish  the  psychoactive  effects 
of  different  drugs.  Thus,  for  this  type  of  abuse  liability  testing,  it  is  critical  that  the  population 
be  conqx)sed  of  smokers  with  experience  with  other  addictive  drugs  to  enable  them  to 
con^are  the  effects  of  nicotine  to  those  of  other  drugs. 

Henningfield  JE,  Miyasato  K,  Jasinski  DR,  Abuse  liability  and  pharmacodynamic  characteristics  of 
intravenous  and  inhaled  nicotine.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1985;234:1- 
12.  See  AR  (VoL  39  Ref.  69). 

See  sectim  n.  A3.cL,  above,  for  a  description  of  the  tenn  “liking.” 

Jasinski  DR  Henningfield  JE,  Human  abuse  liability  assessment  by  measur^oit  (tf  subjective  and 
I^ysiological  effects,  in  Testing  for  Abuse  Liability  of  Drugs  in  Humans,  eds.  Fisdinian  MW,  Mello  NK,  NTOA 
Research  Moiograph  92  (Rockville  MD:  National  Institute  on  Drug  Abuse,  1989).  See  AR  (Vd.  76  Ret  172). 
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The  results  finom  the  study  by  Henningfield  et  al.  demonstrate  that  nicotine,  delivered 
by  intravenous  injection  or  by  inhalation  of  tobacco  smoke,  produces  similar  subjective  effects. 

These  effects  include  dose-related  elevation  in  the  Morphine-Benzedrine  Group  Scale  and  the 
“liking”  scale.  There  is  no  possibility  that  the  subjects  were  responding  to  the  “flavor”  of 
nicotine  or  tar  when  they  were  able  to  discriminate  nicotine  injected  intravenously.  Nicotine 
produced  results  similar  to  those  of  other  dependence-producing  drugs  (e.g.,  morphine, 
cocaine,  and  an^hetamine)  on  the  scales  used  in  this  study. 

Furthermore,  researchers  who  preceded  and  foUowed  Henningfield  obtained  consistent 
findings.  Researchers  other  than  Henningfield  et  al.,  using  methods  other  than  the  MBG  and 
the  “liking”  scale,  also  confirmed  that  nicotine  produces  positive  subjective  effects  after 
intranasal  and  intravenous  administration.^^  Subjects  in  these  studies  used  the  following 
adjectives  to  describe  the  positive  subjective  effects  of  nicotine:  “head  rush,”  “feeling  good,” 
or  “high.”  This  evidence  strongly  demonstrates  that  nicotine — and  not  tar — is  responsible 
for  the  “subjective  effects”  of  cigarettes. 


Suthoiand  G,  Stapleton  JA,  Russell  MAH,  et  ai.  Randomised  controlled  trial  of  nasal  nicotine  spray 
in  smoking  cessatiCMi,  Lancet  1992;340;324-329.  See  AR  (VoL  91  Ref.  527). 

Sutherland  G,  Russell  MA,  Stapletcm  J,  et  al..  Nasal  nicotine  spray;  a  rapid  nicotine  delivery  system, 
Psychopharmacology  1992;108:512-518.  See  AR  (VoL  91  Ref.  526). 

Perkins  KA,  Grobe  JE,  Epstein  LH,  et  al.,  Ghronic  and  acute  tolerance  to  subjective  effects  of  nicotine. 
Pharmacology,  Biochemistry  and  Behavior  1993;45:375-381.  See  AR  (VoL  271  Ref.  3728). 

Pokins  KA,  Grobe  JE,  Epstein  LH,  et  al..  Effects  of  nicotine  on  subjective  arousal  may  be  dq)endent  on 
baseline  subjective  state,  Journal  of  Substance  Abuse  1992;4:131-141.  See  AR  (VoL  348  Ref.  5516). 

Johnston  LM,  Tobacco  smoking  and  nicotine.  Lancet  1942;2:742.  See  AR  (VoL  278  Ref.  3947). 

Jones  RT,  Farrell  TR IIL  Honing  RL  Tobacco  smoking  ^d  nicotine  tolerance,  in  Self-Administration  of 
Abused  Substances:  Methods  for  Study,  ed.  Krasnegor  NA,  NIDA  Research  Monograph  20  (Rockville 
MD:  National  Institute  on  Drug  Abuse,  1978),  at  202-208.  See  AR  (VoL  41  Ref.  88). 
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FinaUy,  the  industry  cites  a  study  by  Butschky  et  cd}^^  to  suggest  that  nicotine-free 
cigarettes  cause  “liking”  too.  What  the  industry  does  not  mention  is  that  the  study  was 
conducted  in  newly  abstinent  smokers  and  that  these  nicotine-free  cigarettes  were  “liked” 
only  when  compared  to  lettuce  cigarettes  that  the  researchers  acknowledged  to  be 
unpalatable.  As  described  in  section  n.B.3.,  below,  the  repeated  association  of 
pharmacological  effects  and  sensory  effects  over  thousands  of  repetitions  causes  the 
sensory  aspects  of  addictive  behaviors  (such  as  taste)  to  come  to  be  associated  with  the 
pharmacological  effect  (such  as  “liking”)  of  addictive  substances.  Much  as  Pavlov’s  dog 
salivated  at  the  sound  of  the  bell  (a  conditioned  response),  individuals  addicted  to  drugs 
actually  experience  some  of  the  effects  of  the  psychoactive  drug  by  conditioned  cues 
associated  with  the  act  of  self-administering  the  drug  in  the  early  stages  of  abstinence.^ 

This  phenomenon  has  been  described  for  many  dmgs,  including  heroin.^^^  Just  as  a  heroin 
addict  may  experience  a  msh  simply  by  injecting  a  saline.solution,  a  cigarette  smoker  may 
experience  pleasure  when  smoking  a  denicotinized  cigarette.  Thus,  the  finding  that  a 
denicotinized  cigarette  can  trigger  “liking”  during  withdrawal  does  not  call  into  question 
the  conclusion  that  nicotine  has  “subjective  effects”  in  humans. 


Butschky  MF,  Bailey  D,  Hmiingfield  JE,  et  al..  Smoking  without  nicotine  delivery  decreases 
withdrawal  in  12-hour  abstinent  smok^.  Pharmacology.  Biochemistry  and  Behavior  1995;50(l):91-96. 
See  AR  ( VoL  442  Ref.  7484). 

O’  Brien  CP,  Testa  T,  Temes  J,  et  al..  Conditioning  effects  of  narcotics  in  humans,  in  Behavioral 
Tolerance:  Research  and  Treatment  Implications,  NIDA  Research  Monograph  18  (Washington  DC; 
Government  Printing  Office  No.  017-024-00899-8,  Jan.  1978),  at  67-71.  See  AR  (VoL  535  Ref.  96, 
vol.  II1.L). 

f 

h 

Surgeon  General’s  Report,  1988,  at  308-311.  See  AR  (VoL  129  Ref.  1592). 
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e.  Comments  on  Self- Administration  and  Reinforcement 

1 .  The  tobacco  industry  argues  that  nicotine’s  reinforcing  effects  are  different 

from  those  of  heroin  and  cocaine,  that  animals  need  to  be  trained  to  self-administer  nicotine, 
that  the  reinforcing  efficacy  of  nicotine  is  more  like  that  of  caffeine,  and  that  in  one  study  cited 
by  FDA  a  light  stimulus  associated  ^with  nicotine  was  required  for  self-administration.  The 
industiy  concludes  that  animal  self-administration  studies  do  not  support  the  finding  that 
nicotine  is  addictive. 

FDA  disagrees.  Upon  review  of  the  evidence  in  the  administrative  record,  FDA  notes 
that  there  are  over  ten  studies  demonstrating  self-administration  of  nicotine  by  animals.^^  Only 
one  of  these  is  specifically  contested  by  the  tobacco  industry.  Furthermore,  none  of  the 
industry’s  arguments  seriously  call  into  question  FDA’s  finding  that  animals  self-administer 
nicotine  in  a  manner  consistent  with  other  addictive  substances. 

It  is  true  that  the  reinforcing  effects  of  nicotine  do  differ  from  those  of  cocaine  and 
heroin;  all  dependence-producing  drugs  are  not  alike.  In  fact,  FDA  noted  that  the  range  of 
environmental  conditions  urxler  which  nicotine  functions  as  a  positive  reinforcer  appears  more 
limited  than  for  cocaine.^’  The  limited  conditions  under  which  animals  self-administer 
nicotine,  however,  closely  correspond  to  the  conditions  of  human  tobacco  use.  That  is,  animals 
*  self-administer  nicotine  when  it  £  given  intermittently — in  a  fiishion  similar  to  nicotine  delivery 
fiiom  cigarettes  and  smokeless  tobacco. 


See  appendix  1  to  Jurisdictitmal  Analysis. .  See  AR  (Vol.  1  ^pendix  1). 
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FDA  agrees  that  animals  can  be  trained  to  self-administer  nicotine.  This  method  is 
widely  accepted  as  standard  praaice  in  self-administration  testing  in  animals.  What  is 
important  is  that,  under  these  conditions,  nicotine  is  self-administered  significantly  more  than 
placebo  and  in  a  manner  consistent  with  other  addictive  substances. 

The  tobacco  industry  cites  a  review  chapter  in  a  textbook  on  psychopharmacofogy  to 
suggest  that  cafieine  and  nicotine  self-administration  are  similar.  The  review  article  cited 
focuses  on  whether  caffeine  is  a  drug  of  abuse  and,  while  casually  noting  similarities  between 
some  data  on  nicotine  and  caffeine,  does  not  purport  to  analyze  the  studies  on  nicotine  at  alL^^ 
Indeed,  caffeine  self-administration  in  animals  is  weak  and  sporadic.^^^  FDA  further  notes  that 
the  chapter  on  nkx)tine  in  this  same  textbook  unequivocally  concludes  that  nicotine  is 
addictive.^'*® 

Finally,  FDA  agrees  that  the  study  by  Goldberg  et  al.^^  showed  that  squirrel  monkeys 
self-administer  nicotine  most  actively  when  associated  with  a  light  stimulus.  The  tobacco 


Griffiths  RR,  Mumford  GK,  Caffeine — A  drug  of  abuse?,  in  Psychopharmacology:  The  Fourth 
Generation  of  Progress,  eds.  Bloom  FE,  Kupfer  DJ  (New  York  Raven  Press,  1995),  at  1699-1713, 

See  AR  (Vol.  535  Ref  96,  vol.  III.E). 

Hrishman  SJ,  Henningfield  JE,  Stimulus  functions  of  caffdne  in  humans:  rdation  to  dependence  potential. 
Neuroscience  and  Biobehavioral  Reviews  1992;16:273-287.  See  AR(Vti.  79  Ref  230). 

GriffidisRR,  Woodson  I¥,RdnfGrcing  properties  of  caffdne:  shidies  in  humans  and  laboratory  animals. 
Pharmacology,  Biochemistry  and  Behavior  1988;29(2):419-427.  See  AR  (Vd.  535  Ref  96,  vd.  OLE). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics.  8th  ed.  (New  Yoilc  Pergamon  Press,  1990),  chap.  22  (522-573),  at  524.  See  AR  (VoL  535 
Ref  96,  voL  III.G). 

Henningffeld  JE,  Schuh  LM,  Jarvik  ME,  Pathophysiology  of  tobacco  dependence,  in 
Psychopharmacology:  The  Fourth  Generation  of  Progress,  eds.  Bloom  FE,  Kupfer  DJ  (New  York 
Raven  Press,  1995),  at  1715-1729.  See  AR  (Vol.  39  Ref  72). 

Gddberg  SR,  Spealman  RD,  Gddberg  DM,  Persistent  behavior  at  high  rates  maintained  by  intravenous  self- 
administratiori  of  nicotine.  Science  1981;214:573-575.  AR(Vd.  5  Ref  35-2). 
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industry  implies  that  this  finding  meaas  that  the  light  stimulus — ^not  nicotine — ^was  responsible 
for  nicotine  self-administration  in  this  study.  FDA  disagrees.  Rates  of  self-administration  of 
nicotine  with  the  light  stimulus  were  markedly  higher  than  rates  of  self-administration  of 
placebo  with  the  light  stimulus.  Indeed,  the  monkeys’  self-administration  of  nicotine  was  so 
intense  that  it  resembled  cocaine  use.  Thus,  the  conclusion  that  nicotine  was  not  self- 
administered  is  incorrect;  the  correct  conclusion  is  that  nicotine  self-administration  was  most 
dramatic  when  associated  with  environmental  cues  that  had  been  linked  to  nicotine  injeaions. 

2.  The  smokeless  tobacco  industry  claims  that  its  products  provide  a  constant 
dose  of  nicotine,  a  regimen  that  animals  did  not  self-administer.  TTiis  claim  is  contrary  to  the 
evidence.  As  described  in  section  n.D.,  below,  moist  snuff  and  chewing  tobacco  do  not 
provide  uniform  release  of  nicotine  finom  the  products.  In  feet,  each  pinch  of  smokeless 
tobacco  provides  nicotine  that  is  absorbed  rapidly  for  the  first  5  minutes;  the  rate  of  absorption 
then  tapers  off  until  the  next  pinch  is  consumed.  This  pattern  of  nicotine  consun[q)tion  is  similar 
to  the  regimen  that  was  self-administered  by  animals. 

3 .  The  tobacco  industry  criticizes  the  human  self-administration  study  conducted 
by  Henningfield  et  al.^^  on  the  grounds  that  the  nun±)er  of  subjects  used  in  the  study  was  too 
small,  that  the  study  should  have  been  conducted  with  subjects  without  a  history  of  drug  abuse, 
and  that  the  subjects  also  self-administered  saline. 

FDA  believes  that  the  study’s  design  was  sound  and  that  the  results  are  reliable. 

The  procedure  utilized  by  these  researchers  is  the  standard  procedure  utilized  by  all 
investigators  evaluating  the  abuse  liability  of  a  compound  in  humans.  This  weU- 

Henningfield  JE,  Miyasoto  K,  Jasinski  DR,  Cigaiette  smoken  sdf-administer  intravenous  nicotine, 

Pharmacology,  Biochemistry  and  Behayior  1983;19:887-890.  See  AR  (Vci.  39  Ret  71). 
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established  procedure  has  been  used  to  examine  the  abuse  potential  of  a  variety  of 
compounds,  such  as  alcohol,  marijuana,  heroin,  and  sedatives,  in  both  inpatient  and 
outpatient  settings.  In  the  evaluation  of  a  new  molecular  entity  (NME)  that  shows  some 
structural  and/or  pharmacological  similarities  to  known  dmgs  of  abuse,  FDA  requires  that 
studies  similar  to  this  one  be  conducted  in  order  to  reach  a  regulatory  decision  on  the 
abuse  potential  of  the  NME  being  considered  for  drug  approval.^^ 

In  response  to  the  concerns  of  the  tobacco  industry  about  the  study  methodology, 
the  sample  size  of  six  is  acceptable  and  the  use  of  volunteers  with  histories  of  drug  abuse 
is  a  valid  method  of  conducting  such  research,  according  to  the  National  Institute  on  Dmg 
Abuse.^"*^  Human  studies  evaluating  the  abuse  potential  of  a  compound  in  subjeas 
without  a  history  of  drug  abuse  do  not  produce  valid  results.  Such  tests  in  non-dmg 
abusers  could  lead  to  the  conclusion  that  drugs,  including  heroin,  have  a  low  potential  to 
produce  dependence  because  first-time  users  may  not  find  them  pleasant.^^ 

With  respect  to  the  self-administration  of  saline,  the  comment  overlooks  major 
distinctions  between  nicotine  and  saline:  (1)  “subjective  effects”  were  not  associated  with 
the  saline  deliveries,  thus  saline  was  not  psychoactive;  (2)  in  comparison  to  the  orderly 
pattern  of  self-administration  observed  with  the  nicotine  injections,  the  pattern  of  saline 
deliveries  was  highly  variable;  (3)  the  number  of  self-administered  saline  injections 

See  Surgeon  General’s  Report,  1988,  at  270.  See  AR  (VoL  129  Ref.  1592). 

Jasinsld  DR,  Henningfidd  JE,  Human  abuse  lial^ty  assessment  by  measurranent  of  subjective  and 
pbysidogical  effects,  in  Testing  for  Abuse  Liability  of  Thugs  in  Humans,  eds.  Fischman  MW,  Mello  NK,  NIDA 
Riffieardi  Monograi^  92  (Rockville  MD:  National  Institute  on  Drug  Abuse,  1989).  See  AR  (Vol.  76  Ref  172). 

Jaffe  JH,  Drug  addicticTn  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  529.  See  AR  (VoL  535 
Ref.  96,  voL  III.G). 
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decreased  across  sessions  while  nicotine  injections  were  constant  in  those  subjects  who 
were  tested  repetitively  with  saline  and  nicotine;  and  (4)  when  saline  and  nicotine  were 
simultaneously  available  in  a  follow-up  study,  the  volunteers  self-administered  nicotine 
almost  exclusively  and  not  saline.^  Thus,  saline  was  not  psychoactive  and  did  not 
function  as  a  “positive  reinforcer.” 

4.  The  tobacco  industry  argues  that  caffeine,  rapid  eye  movement  (REM) 
sleep,  magnetic  fields,  and  stress  increase  dopamine  levels  in  the  brain.  According  to  the 
industry,  then,  nicotine’s  effect  on  dopamine  activity  is  shared  by  several  other  compounds 
or  experiences. 

This  argument  is  based  on  a  mischaracterization  of  the  relationship  between 
addictive  substances  and  dopamine  activity.  FDA  found  that  nicotine  and  other  addictive 
substances  do  more  than  increase  dopamine  levels  in  the  brain;  they  increase  dopamine 
activity  in  a  specific  system  that  signals  reward  and  pleasure,  thus  leading  to  reinforcing 
behavior.  Nicotine’s  effect  in  this  system  is  similar  to  that  of  other  dependence-producing 
substances.  These  conclusitms  are  based  on  reproducible  studies  and  are  widely  accepted 
in  the  scientific  community.  Indeed,  none  of  the  industry’s  cited  studies  casts  any  doubt 
on  the  profound  effects  of  nicotine  on  this  brain  system. 

One  study,  cited  by  the  industry  as  proof  of  the  effect  of  caffeine  on  dopamine 
levels,  actually  examined  the  effect  of  caffeine  on  aggressive  behavior  of  rats.  Dopamine 
levels  were  not  even  measured.  The  authors  merely  speculated  at  the  end  of  the  article 


Surgeon  General’s  Repot,  1988,  at  192.  See  AR  (Vol  129  Ref.  1592). 
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that  caffeine  may  affect  rat  aggression  via  dopamine.  Moreover,  they  did  not  extend  their 
speculation  to  reward  or  reinforcement.^'*^ 

Another  study,  cited  by  the  industry  as  proof  of  the  effect  of  REM  sleep  and 
magnetic  fields  on  dopamine,  actually  described  two  patients  treated  with  magnetic 
fields — without  any  control  group.  The  authors  merely  speculated  that  REM  sleep 
deprivation  and  magnetic  fields  may  affect  dopamine  in  the  mesolimbic  system.  But 
without  a  control  group,  it  is  impossible  to  assess  whether  there  was  any  true  response  to 
magnetic  fields.^'** 

The  industry  cites  a  third  study  to  suggest  that  stress  increases  dopamine  levels. 

This  study  delivered  severe  stimuli  such  as  electric  shocks  to  mice  and  studied  dopamine 
responses.  The  authors  concluded  that  a  dopamine-based  reward  pathway  exists  and  is 
altered  under  conditions  of  severe  stress.  This  conclusion  casts  no  doubt  on  the  finding 
that  nicotine  also  critically  affects  this  pathway. 

5.  In  a  footnote,  the  tobacco  industry  argues  that  “it  is  not  clear  that 
nicotine’s  effects  on  dopaminergic  mechanisms  play  a  significant  role  in  smoking 
behavior.”  This  argument  refers  to  a  study  by  Corrigall  and  Coen.“° 

Pedcov  W,  Rousseva  S,  Effects  of  caffeine  on  aggressive  behavkM:  and  avoidance  learning  of  rats  with 
isolation  syndrome,  Methods  and  Findings  in  Experimental  and  Clinical  Pharmacology  1984;6(8):433- 
436.  See  AR  (VoL  535  Ref.  96,  vol.  III.L). 

/ 

Sandyk  R,  Tsagas  N,  Anninos  PA  et  al..  Magnetic  fields  mimic  the  behavioral  effects  of  REM  sleep 
dqirivation  in  humans.  International  Journal  of  Neuroscience  1992;65(l-4):61-68.  See  AR  (VoL  535 
Ref.  96,  vol.  in.L). 

Puglisi- Allegra  S,  Ken^f  E,  Cabib  S,  Role  of  genotype  in  the  adaptation  of  the  brain  dopamine  system 
to  stress.  Neuroscience  and  Biobehavioral  Reviews  1990;14(4):523-528.  See  AR  (VoL  535  Ref.  96, 
vol.  IILL). 

Corrigall  W,  Coen  K,  Dopamine  mechanisms  play  at  best  a  small  role  in  the  nicotine  discriminative 
stimulus.  Pharmacology,  Biochemistry  and  Behavior  1994;48(3):8 17-820.  See  AR  (VoL  535  Ref.  96, 
vol.  in.B). 
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FDA  has  reviewed  the  study  in  question  and  concludes  that  the  tobacco  industry’s 
conclusion  seriously  misrepresents  the  research.  In  this  paper,  the  authors  suggested  that 
dopamine  activity  may  not  explain  why  smokers  recognize  low  doses  of  nicotine  in  their 
brain,  but  the  authors  never  doubted  that  dopamine  activity  is  essential  to  the  reward 
associated  with  smoking.  The  same  article  cited  by  the  industry  includes  the  statement  that 
“the  reinforcing  effects  of  nicotine  have  a  dopaminergic  substrate,  likely  the  ascending 
mesolimbic  dopamine  system”^^ — exactly  the  finding  of  FDA.  These  researchers, 
misrepresented  by  the  industry  to  suggest  a  small  role  for  dopamine  in  smoking  behavior, 
have  demonstrated  in  their  own  laboratory  that  dopamine  activity  significantly  affects 

•  •  •  257 

mcotme  consumption. 

f.  Comments  on  Withdrawal,  Tolerance,  and  Nicotine  Replacement 

1 .  ‘  The  tobacco  industry  argues  that  the  effects  of  withdrawal  from  nicotine 
are  not  substantial.  This  argument  is  based  upon  multiple  overlapping  and  sometimes 
contradictory  contentions:  (1)  nicotine  withdrawal  is  not  as  severe  as  withdrawal  from 
certain  other  drugs,  and  some  people  quit  smoking  easily;  (2)  physical  and  psychological 
symptoms  experienced  during  nicotine  withdrawal  are  not  the  same  among  all  abstinent 
users;  (3)  withdrawal  from  nicotine  produces  psychological  but  not  physical  symptoms; 

(4)  the  psychological  symptoms  of  abstinence  may  actually  be  a  psychopathological 

1 

condition  previously  suppressed  by  nicotine  or  may  be  frustration  with  losing  a  pleasurable 
activity;  (5)  what  is  thought  to  be  nicotine  withdrawal  may  actually  be  caffeine  withdrawal 

Mat 817. 

Conigall  WA,  Franklin  KBJ,  Coen  KM,  et  al..  The  mesolimbic  dopaminergic  system  is  implicated  in 
the  re'mfm-cing  effects  of  nicotine.  Psychopharmacology  1992;107:285-289.  See  AR  (VoL  8  Ref.  93-4). 
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or  caffeine  toxicity;  (6)  the  severity  of  withdrawal  symptoms  does  not  always  correlate 
with  relapse;  and  (7)  epidemiological  studies  cited  by  FDA  do  not  prove  a  substantial 
withdrawal  syndrome. 

Upon  careful  review  of  the  industry’s  conunents  and  the  administrative  record, 

FDA  finds  that  nicotine  clearly  produces  a  withdrawal  syndrome  among  abstinent  tobacco 
users.  This  syndrome — which  includes  both  psychological  and  physiological  symptoms — 
is  described  in  numerous  scientific  articles  and  reviews  cited  by  FD A,“^  only  a  few  of 
which  were  criticized  by  the  tobacco  industry.  Of  the  studies  on  withdrawal  from 
smokeless  tobacco  cited  by  FDA,  none  is  contested  by  the  industry.  The  tobacco  industry 
also  accepts  FDA’s  finding  that  tobacco  withdrawal  causes  many  significant  autonomic 
changes,  such  as  changes  in  heart  rate.  Several  of  the  industry’s  arguments  do  not 
seriously  contest  the  fact  that  nicotine  has  a  substantial  withdrawal  syndrome.  The 
remaining  arguments  contradict  each  other.  The  Agency’s  specific  responses  to  the  major 
industry  contentions  are  as  follows: 

•  Nicotine  withdrawal  is  not  as  severe  as  withdrawal  from  certain  other  drugs,  and  some 
people  quit  smoking  easily. 

FDA  agrees  that  withdrawal  from  nicotine  is  not  as  acutely  Ufe-thieatening  as 
withdrawal  from  certain  addictive  drugs  such  as  alcohol  or  short-acting  barbiturates.  But 
the  severity  of  nicotine  withdrawal  is  comparable  to  that  of  other  addictive  drugs  such  as 

♦ 

See  Jurisdictional  Analysis,  60  FR  41560-41562 

See  also  Surgeon  General’s  R^ort,  1988,  at  197-207.  See  AR  (Vol.  129  Ref.  1592). 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  IHsorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  244-245.  See  AR  (VoL  37  Ref.  8). 
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cxx^aine.^  Medical  authorities  around  the  world  have  recognized  the  existence  of  a 
nicotine  withdrawal  syndrome  that  causes  “clinically  significant  distress  or  impairment  in 
social,  occupational,  or  other  areas  of  functioning.”^^ 

FDA  agrees  that  some  people  quit  tobacco  products  easily.  Similarly,  some  people 
quit  cocaine  and  other  addictive  substances  easily.^  However,  for  most  addicted  users  of 
tobacco,  quitting  is  very  difficult  See  section  n.A.3.c.ii.,  above.  The  characteristic 
feature  of  an  addictive  substance  is  that  it  is  difficult  for  most  people  to  quit  Thus,  the 
fact  that  some  people  can  quit  smoking  easily  is  irrelevant  to  nicotine’s  addictiveness  and 
to  the  scientific  consensus  supporting  a  nicotine  withdrawal  syndrome.  Moreover,  it  may 
actually  be  easier  to  quit  other  powerful  substances  than  to  quit  nicotine.  Smokers  who 
consume  about  a  pack  or  more  of  cigarettes  per  day  are  more  than  twice  as  likely  to  report 
withdrawal  symptoms  during  abstinence  as  people  who  consume  five  or  more  drinks  on 
five  or  more  occasions  in  a  month,  people  who  repeatedly  use  cocaine,  and  people  who 
repeatedly  use  marijuana.^^ 

•  Physical  and  psychological  symptoms  experienced  during  nicotine  withdrawal  are  not 
the  same  among  all  abstinent  users.  ^ 

Bmowitz  NL,  Cigarette  smoking  and  nicotine  addictitm.  Medical  Climes  of  North  America 
1992;76(2):415-437.  at  429.  See  AR  (VoL  535  Ref.  96,  voL  in.A). 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  ofMemal  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  245.  See  AR  (VoL  37  Ref.  8). 

Kleber  H,  Dtm’t  you  believe  that  nicotine  isn’t  addictive.  New  York  Times,  Ajk-.  4, 1994.  See  AR 
(Vol.  196  Ref.  2497). 

Benowitz  NL,  Cigarette  smelting  and  nicotine  addictkMi,  Medical  Clinics  of  North  America 
1992;76(2):41 5-437,  at  429.  See  AR  (VoL  535  Ref.  96,  vol.  HI.  A). 

Henningfield  JE,  Clayton  R,  PoUin  W,  Involvement  of  tobacco  in  alct^olism  and  illicit  drug  use, 

BrUish  Journal  of  Addiction  1990;85:279-292,  at  280-281.  See  AR  (VoL  39  Ref.  66). 
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FDA  agrees  tliat  there  is  variation  among  tobacco  users’  physical  and 
psychological  responses  to  abstinence.  But,  as  described  in  section  ILA.3.c.i.,  above,  and 
in  reviews  cited  by  the  Agency,  several  symptoms  are  so  common  as  to  be  part  of  a 
defined  syndrome.^*  These  symptoms  include  depressed  mood,  insomnia,  irritability, 
anxiety,  difficulty  concentrating,  restlessness,  decreased  heart  rate,  and  increased  appetite. 

Thousands  of  individuals  around  the  world  have  reported  these  symptoms  in  studies  of 
tobacco  abstinence. 

•  Withdrawal  from  nicotine  produces  psychological  but  not  physical  symptoms. 

The  tobacco  industry  goes  on  to  quote  selectively  from  some  researchers  to 
suggest  that  nicotine  withdrawal  does  not  produce  physical  symptoms.  This  argument  is 
at  odds  not  only  with  the  consensus  understanding  of  nicotine  withdrawal,  but  also  with 
other  quotations  used  by  the  tobacco  industry  in  the  same  comment,  which  suggests  that 
common  withdrawal  symptoms  include,  for  example,  “headache.”^’ 

Indeed,  the  very  sources  cited  by  the  tobacco  industry  clearly  agree  with  FDA’s 
finding  of  a  substantial  tobacco  withdrawal  syndrome.  For  example,  Balfour,  who  is 
quoted  by  the  industry  to  suggest  that  withdrawal  is  mainly  psychological,  states  that 
“many  habitual  smokers  experience  significant  and  unpleasant  withdrawal  effects  when 
they  first  stop  smoking  which  can  be  ameliorated  by  giving  nicotine  in  another  form.”“® 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  244-245.  See  AR  (VoL  37  Ref.  8). 

Claric  WG,  Brater  DC  Johnson  AR,  Drug  abuse  and  dependence,  in  Goth ’s  Medical  Pharmacology 
(Baltimore:  Mosby),  336-352,  at  347.  See  AR  (VoL  535  Ref.  96,  vol.  m.B). 

Balfour  DJK,  The  neurochemical  mechanisms  undnlying  nicotine  tolerance  and  dependence,  in  The 
Biological  Bases  of  Drug  Tolerance  and  Dependence,  ed.  Pratt  JA  (New  York:  Acadmnic  Press,  1991), 

1 21-151,  at  123  (citation  omitted)  (emphasis  added).  See  AR  (VoL  535  Ref.  96,  vol.  III. A). 
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Similarly,  a  quotation  culled  from  a  review  by  Hughes  et  al.  is  used  to  support  the 
conclusion  that  the  effects  of  nicotine  withdrawal  are  not  substantial.  In  fact,  Hughes  et 
al.  attribute  multiple  physical  and  psychological  symptoms  to  nicotine  withdrawal  and 
conclude  that  some  symptoms  can  be  so  severe  that  they  may  “prevent  smoking 
cessation.”^* 

•  The  psychological  symptoms  of  abstinence  actually  may  be  a  psychopathological 
condition  previously  suppressed  by  nicotine  or  may  be  frustration  with  losing  a 
pleasurable  activity. 

The  tobacco  industry  cites  the  Diagnostic  and  Statistical  Manual  of  Mental 
Disorders  of  the  American  Psychiatric  Association  for  this  assertion,  but  offers  no 
evidence  to  suggest  that  any  significant  number  of  quitting  smokers  have  psychiatric 
diagnoses  or  are  just  frustrated.  Nor  does  the  DSM.  Its  actual  text  merely  alerts 
clinicians  not  to  mistake  symptoms  of  abstinence  for  psychopathology  or  frustration  “in 
any  given  case.”“^ 

•  What  is  thought  to  be  nicotine  withdrawal  may  actually  be  caffeine  withdrawal  or 
caffeine  toxicity. 

FDA  agrees  that  some  symptoms  are  common  to  caffeine  and  nicotine  withdrawal, 
and  some  are  common  to  nicotine  withdrawal  and  caffeine  toxicity.  Withdrawal  from 
nicotine  and  cocaine  also  causes  common  symptoms  of  depressed  mood,  increased 

Hughes  JR,  Higgins  ST,  Hatsukami  D,  Effects  of  abstinence  from  tobacco:  a  critical  review.  Research 
Advances  in  Alcohol  and  Drug  Problems  1990;10:317-398,  at  381.  See  AR  (VoL  535  Ref.  96,  vol.  HLG). 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  3d  ed., 
revised  (Washington  DC:  American  Psychiatric  Association,  1987),  at  150.  See  AR  (Vol.  535  Ref.  96, 
vol.  m.A). 


124 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  44781 

n.A.7. 

appetite,  and  insomnia.  Such  overlap  has  not  led  any  credible  scientific  source  to 

conclude  that  nicotine  withdrawal  has  been  confused  with  another  drug’s  syndrome  and 

therefore  does  not  exist. 

•  The  severity  of  withdrawal  symptoms  does  not  always  correlate  with  relapse. 

On  several  occasions  in  its  comments,  the  tobacco  industry  claims  that  the  severity 
of  withdrawal  does  not  directly  predict  relapse.  Based  on  this  observation,  the  industry 
concludes  that  the  symptoms  of  withdrawal  from  tobacco  are  not  significant  and  that 
physical  dependence  to  nicotine  is  not  real. 

FDA  disagrees.  Severity  of  withdrawal  does  predict  relapse;  most  people  who  quit 
smoking  relapse  within  1  week,^^  when  withdrawal  symptoms  are  at  or  near  their  peak.“^ 

Moreover,  studies  indicate  that  light  smokers,  who  are  less  likely  to  suffer  withdrawal 
symptoms,  are  more  likely  to  succeed  in  quitting  than  are  heavier  smokers.^^ 

The  industry’s  argument  is  based  on  the  mistaken  assumption  that,  if  withdrawal 
symptoms  were  significant,  their  presence  would  perfectly  correlate  with  relapse.  But,  as 
described  in  depth  in  the  1988  Surgeon  General’s  Report,  multiple  confounding  factors 
are  associated  with  relapse  to  use  of  any  addictive  substance,  no  matter  how  significant 
the  withdrawal  syndrome.“^  These  factors  include  psychiatric  impairment,  expectations, 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders.  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994).  See  AR  (VoL  535  Ref.  96,  vol.  IILB). 

Hughes  JR,  Gulliver  SB,  Fenwick  JW,  et  al..  Smoking  cessation  among  self-quitters.  Health 
Psychology  1992;  1 1:33 1-334,  at  333.  See  AR  (VoL  348  Ref.  5512). 

Hughes  JR,  Gust  SW,  Skoog  K,  et  al..  Symptoms  of  tobacco  withdrawal:  a  replicaticm  and  extension, 

Archives  of  General  Psychiatry  1991;48:52-59,  at  56.  See  AR  (VoL  129  Ref.  1404). 

Surgeon  General's  Report,  1988,  at  315-316.  See  AR  (VoL  129  Ref.  1592). 

^®’/d.at315-324. 
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demographics,  enrollment  in  treatment  programs,  peer  influence,  and  social  support.  Even 
life-threatening  withdrawal  symptoms  associated  with  drugs  such  as  alcohol  do  not 
necessarily  lead  to  relapse.  After  a  complete  review  of  available  evidence,  the  Surgeon 
General  concluded  that  nicotine’s  pharmacological  role  in  relapse  is  similar  to  the  role  of 
opioids  and  alcohol.^^  Thus,  the  absence  of  a  perfect  correlation  between  withdrawal 
severity  and  the  precise  timing  of  a  relapse  does  not  compel  the  conclusion  that 
withdrawal  symptoms  are  insignificant  or  that  physical  dependence  to  nicotine  is  not  real. 

•  Epidemiological  studies  cited  by  FDA  do  not  prove  a  substantial  withdrawal  syndrome. 

The  tobacco  industry  criticizes  several  studies  cited  by  FDA  in  support  of  a 
tobacco  withdrawal  syndrome.  Upon  review  of  these  studies,  FDA  finds  that  the 
industry’s  comments  take  quotations  out  of  context  and  make  inappropriate  inferences 
from  researchers’  findings.  For  example,  the  industry  objects  to  a  study  by  Hughes 
et  al.^  on  the  grounds  that  the  researchers  tabulated  withdrawal  symptoms  on  only  105 
of  the  315  subjects.  In  fact,  the  analysis  of  withdrawal  appropriately  included  every 
subject  in  the  study  who  was  abstinent  from  both  tobacco  and  nicotine.  The  other  210 
subjects  received  nicotine  gum  to  reduce  their  withdrawal  symptoms;  these  subjects  were 
thus  inappropriate  for  research  on  the  severity  of  withdrawal. 

Similarly,  the  industry  claims  to  provide  data  to  contradia  FDA’s  citation  of  the 
1991  and  1992  National  Household  Surveys.  But  FDA’s  data  reported  the  prevalence  of 
withdrawal  symptoms  for  smokers  who  consume  sixteen  to  twenty-five  cigarettes  per  day. 

“•/</.  at  323. 

Hughes  JR,  Gust  SW,  Skoog  K,  et  al..  Symptoms  of  tobacco  withdrawal:  a  Fq)!ication  and  extension. 

Archives  of  General  Psychiatry  1991;48:52-59.  AR(VoL  129  Ref.  1404). 
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The  industry’s  data  are  based  on  a  different  set  of  smokers  and,  at  any  rate,  are  hardly 
different  from  FDA’s. 

Such  arguments  cannot  seriously  challenge  the  scientific  consensus  that  led  the 
American  Psychiatric  Association  to  define  Tobacco  Withdrawal  Syndrome  in  1980  and  to 
ratify  its  decision  again  as  recently  as  1994  in  DSM-FV. 

2.  The  tobacco  industry  argues  that  nicotine  does  not  induce  pharmacological 
tolerance.  This  conclusion  is  based  upon  several  arguments;  (1)  tolerance  can  be  both 
pharmacological  and  nonpharmacological;  (2)  smokers  and  users  of  smokeless  tobacco  do 
not  continue  to  increase  their  tobacco  consumption  over  the  course  of  their  lives  and  thus 
do  not  escalate  their  dose;  (3)  FDA’s  studies  on  dose  escalation  are  not  persuasive;  and 
(4)  a  study  on  low-nicotine  snuff  disproves  tolerance. 

FDA  disagrees  with  the  industry’s  analysis  and  conclusion.  Much  uncontested 
evidence  in  the  administrative  record  demonstrates  conclusively  that  nicotine  causes 
tolerance  in  tobacco  users.  For  example,  the  industry  does  not  dispute  evidence  of 
diminished  cardiovascular  and  nervous  system  responses  to  nicotine  over  the  course  of  a 
day.  Nor  does  the  industry  deny  that  many  cigarette  smokers  escalate  their  doses  of 
nicotine  to  daily  use^^°  or  that  the  age  of  young  consumers  of  smokeless  tobacco 
correlates  with  the  amount  of  use.^^^  Furthermore,  the  arguments  that  the  industry  does 

t 

make  are  not  persuasive,  as  discussed  below. 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ref.  96,  vol.  m.A). 

Homingfield  JE,  Cohen  C,  Slade  JD,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR  (VoL  277  Ref.  3904). 

World  Health  Organization,  Smokeless  Tobacco  Control:  Report  of  a  WHO  Study  Group,  WHO 
Technical  Report  Series  No.  773  (Geneva:  WHO,  1988),  at  36.  See  AR  (VoL  7  Ref.  83). 
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The  industiy’s  description  of  two  kinds  of  tolerance  is  irrelevant.  Sources  in  the 
administrative  record  cited  by  FDA  refer  exclusively  to  pharmacological  tolerance.  See 

9 

sections  II.A.3.c.i.  and  lI.A.3.c.ii.,  above. 

The  tobacco  industry  makes  the  observation  that  smoking  behavior  reaches  a 
plateau  as  the  smoker  grows  older.  Similarly,  the  smokeless  tobacco  industry  points  out 
that  middle-aged  users  may  consume  less  than  young  adults.  But  these  observations  do 
not  disprove  the  existence  of  tolerance,  which  does  not  require  forever-increasing 
consumption  of  a  substance.  Tolerance  is  a  phenomenon  that  develops  rapidly,  leads  the 
vast  majority  of  beginning  tobacco  users  to  escalate  their  dose,  and  then  can  eventually 
result  in  a  stable  pattern  of  consumption.  Some  heroin  addicts  also  eventually  reach  a 
level  of  consumption  that  may  remain  constant  for  years.^’^ 

The  tobacco  industry  asserts  that  a  study  cited  by  FDA  on  the  proportion  of 
smokers  who  report  needing  more  cigarettes  to  obtain  desired  effects  does  not  support  the 
idea  of  tolerance  to  nicotine  and  also  does  not  prove  that  such  tolerance  is  widespread  or 
marked.  FDA  disagrees  with  these  assertions.  The  industry  cites  no  data  or  references  to 
explain  why  the  study  does  not  demonstrate  tolerance.  In  fact,  the  study’s  findings 
perfectly  fit  the  tobacco  industry’s  own  definition  of  tolerance  that  “more  drug  is  necessary 
to  produce  the  desired  effea.”  People  who  have  tried  cigarettes  at  least  once  are  more 
likely  to  report  the  need  for  larger  doses  to  get  the  same  effea  than  people  who  have  tried 


Jaffe  JH,  TDrug  addiction  and  drug  abuse,  in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of 
Therapeutics.  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  531-532.  See  AR 
(VoL  535  Ref.  96,  vol.  III.G).' 
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cocaine,  marijuana,  and  alcohol  at  least  once.^^^  Moreover,  FDA  notes  that 
epidemiological  data  are  just  one  demonstration  of  tolerance;  most  of  the  evidence  on 
tolerance  to  nicotine  presented  by  FDA  is  uncontested  by  the  tobacco  industry. 

Finally,  the  smokeless  tobacco  industry  cites  a  study  that  measures  the  response  of 
oral  tobacco  users  to  a  low-nicotine  snuff.  In  the  study,  users  increased  their  consumption 
of  tobacco  to  compensate  for  its  lower  nicotine  content.  The  industry’s  argument  here 
confuses  tolerance  with  compensation.  FDA  addresses  the  industry’s  conunents  on 
compensation  in  section  n.A.7.i.,  above. 

3.  The  tobacco  industry  cites  research  on  nicotine  replacement  therapies  to 
argue  that  nicotine  is  not  a  key  reason  for  tobacco  use.  According  to  the  industry,  if 
nicotine  were  central  to  tobacco  consumption,  providing  nicotine  replacement  should 
eliminate  smoking  behavior  and  all  withdrawal  symptoms.  The  industry  contends  that 
nicotine  replacement  trials  cited  by  FDA  do  not  demonstrate  either  efficacy  of  replacement 
therapy  or  elimination  of  withdrawal  symptoms.  The  industry  disputes  FDA’s  summary  of 
nicotine  replacement  trials  and  makes  multiple  objections  to  individual  studies.  The 
industry  also  contends  that  the  study  population  is  not  generalizable  to  the  entire  smoking 
population. 

Upon  review  of  the  industry’ s  detailed  comments  and  the  data  in  the  administrative 
record,  FDA  disagrees  with  the  industry’s  position  on  nicotine  replacement  therapies. 

Scientific  consensus  supports  the  view  that  such  therapies  not  only  reduce  withdrawal 
symptoms  but  increase  abstinence.  An  extensive  preapproval  evaluation  of  such  therapies 

Henningfield  JE,  Clayton  R,  Pollin  W,  Involvement  of  tobacco  in  alcoholism  and  illicit  drug  use, 

British  Journal  of  Addiction  1990,85:279-292.  See  AR  (VoL  39  Ref.  66). 
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by  FDA  also  concluded  that  they  were  safe  and  effective,  and  even  sources  cited  by  the 
tobacco  industry  agree.  The  efficacy  of  nicotine  replacement  therapies  is  strong  proof  of 
the  central  role  of  nicotine  in  tobacco  consumption.  The  industry’s  position  is  based  upon 
mistaken  assumptions,  misinterpretation  of  clinical  trials,  and  misuse  of  FDA  reviews. 

According  to  the  tobacco  industry,  replacing  one  form  of  an  addictive  substance 
with  another  form  should  completely  eliminate  the  addict’s  desire  to  use  the  substance.  If 
this  assumption  were  correct,  then  no  methadone  user  would  ever  relapse  to  heroin.  In 
fact,  providing  oral  methadone  in  substance  abuse  clinics  helps  only  some  opioid  users  to 
remain  totally  abstinent,^’**  and  abstinence  rates  of  former  heroin  users  on  methadone  are 
similar  to  those  of  former  smokers  receiving  nicotine  replacement  therapy The 
industry’s  simplistic  formulation  ignores  many  factors,  such  as  the  importance  of  the  route 
and  speed  of  drug  administration.  Just  as  a  heroin  addict  may  want  a  “rush”  from  injection 
and  reject  the  steady  dose  of  oral  methadone,  a  tobacco  user  may  prefer  the  “rapid, 
peaking”  dose  of  inhaled  nicotine  over  the  more  steady  dose  from  replacement  therapy.^’® 
Given  the  strength  of  addiction  to  tobacco  products,  it  is  noteworthy  that  there  is  a 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman's  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  Yoric  Pergamon  Press,  1990),  chap.  22  (522-573),  at  531-532.  See  AR 
(VoL  535  Ref.  96,  vol.  IILG). 

Henningfield  JE,  Griffiths  RR,  Jasinski  DR,  Cigarette  smoldng  and  opioid  dependence:  common 
factors.  Presented  at  the  meeting  of  the  American  Psychological  Association  (Sep.  2, 1980).  See  AR 
(Vol.  80  Ref.  254). 

Surgeon  Gmeral’s  Report,  Smokeless  Tobacco,  1986,  at  155.  See  AR(VoL  128  Ref.  1591). 

Gorelick  D,  Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues  dlonceming 
Nicotine-Containing  Cigarettes  and  Other  Tobacco  Products”  (Aug.  2,  1994),  292.  See  AR  (VoL  255 
Ref.  3445). 

Research  and  Development/Quality,  Transdermal  Nicotine,  at  3.  See  AR  (Vol.  531  Ref.  124). 
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significant  increase  in  abstinence  with  replacement  therapy,  but  it  is  not  surprising  that 
these  products  are  not  always  effective. 

The  industry  also  argues  that  replacing  an  addictive  substance  with  another  form 
should  eliminate  all  withdrawal  symptoms.  In  fact,  providing  nicotine  does  dramatically 
reduce  physiological  withdrawal  symptoms.^^^  Psychological  withdrawal  is  reduce  but 
not  eliminated,  primarily  because  users  have  associated  tobacco  consumption  with  certain 
stimuli,  such  as  taste  and  ritual.  Such  “conditioned”  cues  become  part  of  the  tobacco 
consumption  experience,  and  the  denial  of  such  cues  can  lead  to  behavioral  symptoms.  In 
this  sense,  nicotine  is  like  other  addictive  drugs.^^* 

The  industiy  misinterprets  data  on  the  efficacy  of  nicotine  replacement  therapies. 
First,  the  industry  argues  that  FDA’s  data  do  not  support  the  conclusion  that  the  initial 
quit  rate  is  “about  50%.”  The  actual  studies  cited  1-month  quit  rates  of  35%,  61%,  50%, 
50%,  26%,  57%,  47%,  and  36%.  The  overall  average  for  all  studies  was  49%.^^’ 

Second,  the  industry  argues  that  some  individual  studies  do  not  show  a  statistically 
significant  increased  quit  rate  with  nicotine  replacement  therapy.  The  Jurisdictional 
Analysis,  however,  included  a  chart  showing  the  overwhelming  consistency  among 
nineteen  studies  on  nicotine  replacement  therapies  in  demonstrating  efficacy 


Surgeon  General's  Report,  1988,  at  208.  See  AR  (Vol.  129  Ref.  1592). 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):41 5-437,  at  418.  See  AR  (VoL  535  Ref.  96,  vol.  IILA). 

See  appendix  1  to  Jurisdictional  Analysis.  See  AR  (Vol.  1  Appendix  1). 

Id. 
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A  definitive  meta-analysis  on  the  efficacy  of  the  nicotine  patch  was  cited  by  FDA, 
and  its  methods  and  results  were  not  disputed  by  the  tobacco  industry.  This  study, 
published  in  the  Journal  of  the  American  Medical  Association,  reviewed  seventeen  studies 
involving  over  5,000  patients  and  concluded  that  “this  meta-analysis  provides  compelling 
evidence  that  the  nicotine  patch  is  a  consistently  effective  aid  to  smoking  cessation. 

Individuals  wearing  the  active  nicotine  patch  were  more  than  twice  as  likely  to  quit 
smoking  as  were  individuals  wearing  a  placebo  patch.”^** 

Third,  the  industry  makes  multiple  objections  to  individual  studies  on  nicotine 
replacement  therapy.  These  objections  dispute  fme  points  of  methodology  and  often  cite 
FDA  reviewers’  own  criticisms  of  the  studies.  To  the  extent  that  the  industry  heavily 
relies  on  FDA's  critique  of  the  studies,  the  industry  should  accept  FDA’s  conclusion  that 
the  studies  demonstrate  the  efficacy  of  nicotine  replacement  therapy.  Indeed,  FDA  has  not 
only  the  statutory  authority  but  also  the  expertise  to  determine  whether  a  new  drug 
therapy  is  efficacious.  After  extensive  premarket  review,  FDA  concluded  that  nicotine 
replacement  therapies  are  efficacious.  FDA’s  conclusion  is  consistent  with  scientific 
consensus. 

The  tobacco  industry  also  argues  that  the  subjects  in  trials  on  nicotine  replacement 
therapy  are  not  representative  of  all  smokers.  But  FDA’s  reason  for  citing  the  research 
was  to  demonstrate  that  providing  nicotine  by  another  means  enhances  abstinence  and 
reduces  withdrawal  where  it  has  been  studied.  These  results  show  the  critical 


Fiore  MC,  Smith  SS,  Jorenby  DE,  et  al..  The  effectivaiess  of  the  nicotine  patdi  for  smoking  cessation; 
a  meta-analysis.  Journal  of  the  American  Medical  Association  1994;271:1940-1947,  at  1945  (emphasis 
added).  See  AR  (Vol.  6  Ref.  64-1). 
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pharmacological  role  of  nicotine  in  tobacco  use.  Indeed,  if  the  tobacco  industry  were 
correct  that  nicotine’s  only  important  role  in  tobacco  is  for  “flavor,”  then  there  should  be 
absolutely  no  benefits  in  any  study  of  transdermal  nicotine  replacement  therapy.  That 
nicotine  replacement  is  effective  is  conclusive  evidence  of  nicotine’s  role  as  a 
pharmacological  reinforcer. 

4.  The  tobacco  industry  argues  that  studies  on  nicotine  replacement  therapy 
caimot  be  relied  upon  to  demonstrate  that  a  high  proportion  of  smokers  are  addicted. 

FDA  agrees  with  this  comment.  Other  studies,  cited  in  section  n.B.2.a.,  below, 
however,  do  demonstrate  that  a  high  proportion  of  smokers  are  addicted.  - 

g.  Comments  on  Epidemiological  Studies 

1 .  The  tobacco  industry  claims  that  studies  of  individual  DSM  criteria  do  not 
demonstrate  that  any  group  of  smokers  satisfied  sufficient  criteria  to  qualify  for  the 
diagnosis  of  addiction. 

FDA  cited  these  studies  as  support  for  the  conclusion  that  a  significant  proportion 
of  tobacco  consumers  are  addicted  to  nicotine.  This  conclusion  is  primarily  demonstrated 
by  population-based  studies,  including  the  DSM-IV  field  trial,  which  show  that  the  vast 
majority  of  smokers  do  meet  sufficient  DSM  criteria  to  be  considered  nicotine  dependent, 
discussed  in  more  detail  in  section  n.B.,  below.  The  field  trial  was  a  large,  multicenter 
study  conducted  in  1991  and  1992  at  five  sites  across  the  country  (Burlington,  VT; 

Philadelphia,  PA;  Denver,  CO;  Sl  Louis,  MO;  and  San  Diego,  CA).“^  The  population 

Woody  GE,  Cottlo"  LB,  Cacciola  J,  Sevaity  of  dependence:  data  from  the  DSM-IV  field  trials, 

Addiction  1993;88:1573-1579.  AR(VoL  13  Ref.  150). 

Cottlo*  L,  Comparing  DSM-III-R  and  lCD-10  substance  use  disorders.  Addiction  1993;88:689-696. 

SeeAR(VoL  13Ref.  149). 
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studied  represented  a  diverse  sample  and  included  African-Americans,  women,  others 
randomly  selected  from  the  general  population,  aiid  still  others  with  a  range  of  diagnoses 
and  substance  use  patterns.  Tfre  field  trial  documents  that  80%  to  87%  of  smokers 
studied  qualified  for  the  diagnosis  of  nicotine  dependence.  In  its  comments,  the  American 
Psychiatric  Association  concurs  with  the  Agency’s  findings:  “DSM  based  studies  also 
found  that  80%  to  90%  of  adult  smokers  are  nicotine  dependent.”“^ 

The  tdiacco  industry’s  comments  on  population-based  studies  are  addressed  in 
section  II.B.4.b.,  below.  It  is  relevant  to  mention  here  that,  if  the  industry’s  assertion  that 
these  population-based  studies  are  not  representative  of  all  smokers  is  correct,  then  large 
surveys  of  whether  all  smokers  meet  individual  DSM  criteria  would  show  inconsistent 
results.  But  this  is  not  the  case.  Overwhelming  evidence,  cited  in  section  II.A.3.c.iL, 
above,  conclusively  demonstrates  that  the  vast  majority  of  tobacco  consumers  meet 
individual  criteria  for  addiction. 

2.  The  tobacco  industry  disputes  that  use  of  tobacco  products  persists  longer 
and  in  greater  amounts  frian  the  user  intends.  According  to  the  industry,  studies  cited  by 
FDA  demonstrate  that,  at  most,  30%  of  people  who  have  ever  tried  tobacco  become 
“dependent”  by  FDA’s  definitioiL  The  industry  also  argues  that  the  desire  to  quit  is  not 
evidence  of  intent  to  cut  down. 

FDA  disagrees  with  the  industry’s  position.  It  is  widely  accepted  that  users  of 
tobacco  products  consume  more  than  they  originally  intended.^  Longitudinal  data,  cited 

American  Psychiatric  Association,  Comment  (Jan.  2, 1996),  at  2.  See  AR  (VoL  7(X)  Ref.  1020). 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders.  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  243.  See  AR  (VoL  37  Ref.  8). 
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dn  section  ILA.3.c.ii.,  above,  demonstrate  that  smokers  frequently  underestimate  how 
much  they  will  be  smoking  in  the  future.  As  many  as  90%  of  current  users  smoke  more 
than  five  cigarettes  a  day,“^  despite  the  evidence  that  nearly  half  of  young  consumers  do 
not  intend  to  become  daily  smokers.^*  Although  estimates  vary  from  study  to  study, 
persons  who  have  smoked  at  least  one  cigarette  are  about  twice  as  likely  to  develop 
dependence  as  are  persons  who  have  ever  tried  cocaine  or  alcohol.^^ 

If  an  individual  wants  to  quit  smoking  but  cannot,  then  the  individual  is  smoking 
more  than  he  or  she  intends.  The  overwhelming  evidence  presented  in  section  ILA.3.c.ii., 
above,  that  many  would-be  quitters  cannot  attain  abstinence  supports  the  contention  that 
consumers  use  cigarettes  longer  and  in  greater  amounts  than  intended. 

3.  The  tobacco  industry  disputes  that  tobacco  use  continues  despite  attempts 
to  quit.  The  industry  observes  that  90%  of  cigarette  smokers  who  quit  succeed  by 
themselves,  and  the  smokeless  tobacco  industry  suggests  that  75%  of  successful  quitters 
find  it  easy  to  quit  The  tobacco  industry  also  alleges  that  FDA  mischaiacterizes  data  on 
self-reports  of  dependence  from  the  National  Household  Surveys  and  misrepresents 


Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ref.  %,  vol.  ni.A). 

Henningfield  JOE,  Cohen  Q  Slade  JD,  Is  nicotine  more  addictive  than  cocaine?  British  Journal  of 
Addiction  1991;86:565-569.  See  AR  (VoL  111  Ref.  3904). 

Eld^  MJ,  Perry  CL,  Eriksoa  MP,  et  al..  The  report  of  the  Surgeon  Goieral:  preventing  tobacco  use 
among  young  people,  American  Journal  of  Public  Health  1994;84(4):543-547,  at  544.  See  AR  (VoL  38 
Ref  39). 

Anthony  JC,  Warner  LA,  Kessler  RC,  Comparative  epidemiology  of  dependence  on  tobacco,  alcohot 
ctxitrolled  substances  and  inhalants:  basic  findings  from  the  National  Commlndity  Survey,  Experimental 
and  Clinical  Psychopharmacology  1994;2:244-268.  See  AR  (VoL  37  Ref.  4). 
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abstinence  failure  rates  from  a  CDC  study.  The  industry  further  argues  that  smokers  may 
lie  on  surveys  about  their  desire  to  quit. 

After  reviewing  industry  comments  and  the  administrative  record,  IDA  concludes 

•N. 

that  there  is  overwhelming  evidence  that  tobacco  use  continues  despite  attempts  to  quit. 

Indeed,  this  fact  is  well  known  to  the  tobacco  industry.  For  example.  Brown  & 

Williamson’s  data  show  that,  while  32  million  Americans  attempted  to  quit  each  year  from 
1981  to  1983,  fewer  than  a  third  were  successful  for  6  months.  See  Jurisdictional  Analysis, 

60  FR  41668.  Philip  Morris’  data  show  similar  success  rates.^* 

The  argument  that  most  smokers  and  users  of  smokeless  tobacco  who  quit  do  so 
without  assistance  relies  on  surveys  of  the  small  proportion  of  tobacco  users  who  are  able 
to  quit  each  year.  This  population  is  not  representative  of  the  vast  majority  of  current 
tobacco  users,  who  have  tremendous  difficulty  quitting.  Furthermore,  the  fact  that  some 
smokers  are  able  to  quit  without  assistance  does  not  reveal  the  difficulty  experienced  by 
these  individuals  or  the  extent  to  which  they  have  previously  relapsed.  More  than  half  of 
people  presenting  for  treatment  of  alcohol  or  drug  abuse  who  also  smoke  cigarettes  report 
that  quitting  smoking  would  be  harder  than  giving  up  their  other  drug  of  abuse.^^  Two- 
thirds  of  smokers  who  try  to  quit  on  their  own  relapse  within  2  days,  and  approximately 


Ryan  FJ  (Philip  Morris  Inc.),  Cold  turkey  in  Greenfield,  Iowa:  a  follow-up  study,  in  Smoking 
Behavior;  Motives  and  Incentives,  ed.  Dunn  WL  (Washington  DC;  VH  Winston  &  Sons,  1973),  at  231- 
234.  See  AR  (VoL  8  Ref.  105). 

Kozlowski  LT,  Wilkinson  A,  Skinner  W,  et  al..  Comparing  tobacco  cigarette  dependence  with  other 
drug  dependencies.  Journal  of  the  American  Medical  Association  1989;26 1:898-901.  See  AR  (VoL  41 
Ref.  92). 
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90%  relapse  within  3  months.^^  Sixty-eight  percent  of  smokeless  tobacco  users  who  have 
attempted  to  quit  have  tried  to  do  so  an  average  of  four  times.f’* 

The  industry  disputes  FDA’s  analysis  of  1991  and  1992  National  Household 
Survey  data,  which  reveal  that  83%  to  87%  of  moderate  to  heavy  smokers  feel  addicted. 
The  industry  first  argues  that  the  question  to  smokers  has  no  validity;  FDA  disagrees  and 
notes  that  the  industry  cited  the  same  survey  result  from  the  1985  survey  at  another  point 
in  its  comments.  The  industry  then  suggests  that  FDA’s  analysis  of  the  1991  and  1992 
data  is  inconsistent  with  published  reports.  This  is  not  true.  The  Substance  Abuse  and 
Mental  Health  Services  Administration  (S  AMHSA)  conducted  two  National  Household 
Surveys,  one  in  1991  and  another  in  1992.  The  data  referred  to  in  the  Proposed  Rule 
were  a  calculation  by  the  Centers  for  Disease  Control  and  Prevention  (CDC)  of  raw  data 
obtained  in  the  1991  and  1992  surveys  and  presented  at  FDA’s  Drug  Abuse  Advisory 
Committee  meeting  in  August  1994.^^^  The  CDC  pooled  the  raw  data  from  both  surveys, 
weighted  them  accordingly,  and  then  evaluated  the  data  using  parameters  different  from 
those  outlined  in  the  main  findings  of  each  survey.  The  CDC  used  the  data  to  look  at 
different  age  groups  of  users  and  different  numbers  of  cigarettes  smoked  per  day  than  did 
SAMHSA.  Even  if  the  calculations  performed  by  SAMHSA  had  been  used,  tlK  data 


Hughes  JR,  Gulliver  SB,  Fenwick  JW,  et  al..  Smoking  cessation  among  self-quitters.  Health 
Psychology  1992;11:331-334.  See  AR  (VoL  348  Ref.  5512). 

Severson  HH,  Enough  snuff:  ST  c^sation  from  the  behavioral,  clinical,  and  public  health 
perspectives,  in  Smokeless  Tobacco  or  Health,  an  International  Perspective,  Smoking  and  Tobacco 
Conttol  Monograph  2,  NIH  Publication  No.  93-3461  (Washington  DC:  GPO,  1993),  at  281-282.  See  AR 
(Vol.  18  Ref.  5-1). 

Giovino  GA,  Zhu  BP,  Tomar  S,  et  al..  Epidemiology  of  Tobacco  Use  and  Symptoms  of  Nicotine 
Addiction  in  the  United  States:  A  Compilation  of  Data  from  Large  National  Surveys,  presentation  of  the 
Centers  for  Disease  Control  and  Prevention  to  the  FDA’s  Drug  Abuse  Advisory  Committee  (Aug.  2, 
1994).  See  AR  (VoL  459  Ref.  7820). 
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would  still  show  that,  among  those  who  smoke  about  a  pack  or  more  of  cigarettes  per 
day,  81%  report  feeling  dependent.^’^ 

The  tobacco  industry  also  argues  that  FDA  mischaracterized  a  1993  report  from 
the  CDC  that  FDA  cited  in  the  Jurisdictional  Analysis  for  the  statement  that  more  than  15 
million  Americans  “tried  to  quit”  each  year  and  about  3%  ultimately  succeeded.^’^  The 
industry  contends  that  the  survey  did  not  ask  specifically  whether  smokers  had  tried  to 
quit,  but  whether  smokers  did  not  smoke  at  least  1  day  during  the  preceding  year.  The 
industry  concludes  that  this  report  is  not  relevant  to  whether  smokers  try  to  quit. 

FDA  disagrees.  For  daily  smokers,  the  CDC  counted  one  day  of  abstinence  only  if 
the  smokers  stated  “they  quit  for  at  least  1  day.”^^^  The  CDC  logically  interpreted  these 
results  as  showing  that  17  million  daily  smokers  who  reported  not  smoking  for  at  least  1 
day  made  an  attempt  to  quit.  According  to  the  report,  “the  findings  from  this  survey 
indicate  that,  in  1990  and  1991,  approximately  42%  of  daily  smokers  abstained  from 
smoking  cigarettes  for  at  least  1  day  but  that  approximately  86%  of  these  persons 
subsequently  resumed  smoking.  The  high  rate  of  relapse  is  likely  because  of  the  addictive 
nature  of  nicotine.”^’^  FDA  accepts  CDC’s  interpretation  of  its  survey. 


Department  of  Health  and  Human  Services,  Substance  Abuse  and  Mratal  Health  Services 
Administration,  Office  of  Applied  Studies,  National  Household  Survey  on  Drug  Abuse:  Main  Findings, 
1991,  DHHS  Publication  Number  (SMA)93-1980  (RockvUle  MD:  DHHS,  Public  Health  Service,  1993), 
at  127.  See  AR  (VoL  535  Ref.  %,  vol.  m.M). 

Centers  for  Disease  Control  and  Prevention,  Smoking  cessation  during  previous  year  among  adults — 
United  States,  1990  and  1991,  Morbidity  and  Mortality  Weekly  Report  1993;42(26):504-507.  See  AR 
(Vol.  66  Ref.  2). 

at504. 

at  504-507. 
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FDA  also  notes  that  CDC’s  estimate  is  consistent  with  other  published  estimates^’^ 
and  the  tobacco  industry’s  own  tabulations  of  long-term  quit  rates.  For  example,  a 
tobacco  company  has  estimated  that  fewer  than  4%  of  smokers  who  attempt  to  quit  are 
able  to  quit  permanently.  See  Jurisdictional  Analysis,  60  FR  41668-41669. 

FDA  disagrees  that  survey  results  significantly  distort  the  numbers  of  smokers  who 
want  to  and  have  tried  to  quit.  This  method  of  data  collection  is  a  scientifically 
recognized  and  accepted  mode  of  inquiry  for  prevalence  studies,  which  is  relied  upon  to' 
determine  the  population  prevalence  of  other  disorders,  including  alcohol  dependence, 
cocaine  dependence,  and  depression.^’*  Some  of  these  are  disorders  for  which,  compared 
to  tobacco  use,  interview  methods  would  be  less  likely  to  reveal  accurate  results  because 
of  the  criminal  consequences  associated  with  illicit  drug  use.  Moreover,  the  authors  of  a 
study  on  this  subject  cited  by  the  tobacco  industry  merely  speculate  that  some  smokers 
who  say  they  want  to  quit  may  be  dissembling,  primarily  on  the  basis  of  evidence  that 
some  smokers  who  claim  to  have  quit  smoking  have  been  shown  to  be  still  smoking.  At  no 
time  do  these  authors  suggest  that  most  smokers  do  not  want  to  quit.^” 

4.  The  tobacco  industry  disputes  that  tobacco  consumers  continue  to  use 
despite  knowledge  of  physical  problems  attributable  to  tobacco.  The  industry  notes  that, 
in  one  survey,  a  majority  of  smokers  rated  their  overall  health  as  good  or  excellent  and  - 

Seey  e.g.,  Hughes  JR,  Gulliver  SB,  Fenwick  JW,  et  al..  Smoking  cessation  among  self-quitters.  Health 
Psychology  1992;11:331-334.  See  AR  (VoL  348  Ref.  5512). 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  175-272.  See  AR  (VoL  535  Ref.  96, 
vol.  in.B). 

Kozlowski  LT,  Herman  CP,  Frecker  RC,  What  researchers  make  of  what  cigarette  smokers  say: 
filtering  smokers’  hot  air.  Lancet  1980;  1(8 170): 699-700.  See  AR  (Vol.  535  Ref.  96,  voL  III.I). 
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concludes  from  this  that  the  smokers  were  not  suffering  ill  health  from  tobacco  use.  The 
industry  also  criticizes  studies  cited  by  FDA  that  document  high  rates  of  smoking  after 
catastrophic  illness  on  the  basis  that  (1)  the  sample  sizes  were  small;  and  (2)  some  fraction 
of  the  subjects  in  the  studies  were  able  to  quit. 

After  reviewing  the  evidence  in  the  administrative  record,  FDA  disagrees  with  the 
industry’s  position.  To  argue  that  a  majority  of  smokers  generally  believe  themselves  in 
“good”  or  “excellent”  health,  the  industry  cites  a  Gallup  poll  originally  cited  by  FDA.^ 

In  fact,  contrary  to  the  industry’s  argument,  this  Gallup  poll  demonstrates  that  smokers 
continue  to  use  tobacco  despite  health  problems.  Sixty-five  percent  of  smokers  in  the 
survey  admitted  that  “smoking  has  already  affected  their  health.”  Moreover,  the  data 
reveal  that:  (1)  significantly  fewer  smokers  tlm  nonsmokers  rated  their  health  as 
“excellent”;  and  (2)  snK)kers  rated  their  overall  condition  as  significantly  less  healthy  than 
nonsmokers  did.  Thus,  this  survey  supports  FDA’s  contention  that  smokers  persist  in 
using  tobacco  despite  knowledge  that  their  health  has  been  harmed  by  smoking. 

The  industry’s  criticism  of  data  cited  by  FDA  on  smokers  continuing  to  use 
tobacco  after  myocardial  infarction,  lung  cancer,  and  laryngeal  cancer  is  not  persuasive. 

The  industry  offers  no  contradicting  evidence,  nor  does  it  suggest  any  reason  why  the 
studies  cited  by  FDA  might  not  be  generalizable  to  the  larger  population.  In  the  absence 
of  such  reasons,  FDA  believes  that  the  sample  sizes  were  adequate  to  permit  such 
generalization. 


^  Gallup  GH,  Smoking  Prevalence,  Beliefs,  and  Activities  by  Gender  and  Other  Demographic  Indicators 
(Princeton  NJ:  Gallup  Organization,  1993),  at  20, 37.  See  AR  (VoL  86  Ref.  1 165). 
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The  industry  finally  makes  the  argument  that  some  people  with  devastating  disease 
from  tobacco  are  able  to  quit  smoking.  This  contention  misses  the  point.  Even  in  the 
most  drastic  of  circumstances,  when  patients  have  lost  part  of  their  body  to  cancer  from 
smoking  or  had  part  of  their  heart  muscle  die  from  smoking,  many  still  cannot  stop.  That 
any  significant  number  of  people  return  to  smoking  after  such  devastating  tobacco-related 
disease  is  a  powerful  illustration  of  the  addictiveness  of  nicotine. 

h.  Comments  on  Nicotine’s  Other  Significant  Pharmacological  Effects 
1 .  The  tobacco  industry  argues  that  many  substances  and  activities 
tangentially  affect  the  brain,  but  that  a  reliable  criterion  for  a  “substantial”  pharmacological 
effect  is  intoxication.  According  to  the  comment,  nicotine  does  not  produce  intoxication, 
and  therefore  its  pharmacological  effects  are  not  substantial. 

FDA  disagrees.  FDA  has  presented  dozens  of  scientific  studies  and  reviews  to 
show  that  nicotine  has  numerous  substantial  pharmacological  effects  on  the  human  body. 
The  most  significant  of  these  is  addiction,  discussed  at  length  in  section  II.A.3.,  above. 
Other  examples  of  substantial  effects  include  significant  molecular  changes  in  the  brain, 
effects  on  weight  regulation,  and  substantial  alterations  of  mood,  alermess,  and  cognition, 
none  of  which  the  industry  contests.  The  vast  majority  of  drugs  that  FDA  already 
regulates,  whose  pharmacological  effects  are  indisputable,  do  not  produce  intoxication. 
FDA  notes  that  nicotine  can  cause  intoxication.  Indeed,  first-time  users  often  become 
intoxicated.^”*  Regular  users  do  so  rarely  because  they  have  developed  an  extremely  high 
level  of  tolerance  to  this  effect  of  nicotine.^”^ 

Surgeon  General’s  Report,  1988,  at  594.  See  AR  (VoL  129  Ref.  1592). 

Id.  at  593-596. 
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i.  Comments  on  Whether  Cigarettes  and  Smokeless  Tobacco  Deliver 
Pharmacologically  Active  Doses  of  Nicotine 

1 .  Several  professional  organizations  with  expertise  in  pharmacology  and 

addiction  comment  on  the  ability  of  cigarettes  and  smokeless  tobacco  to  provide  addictive 


doses  of  nicotine.  These  comments  uniformly  agree  with  the  conclusion  that  cigarettes 


and  smokeless  tobacco  do  provide  pharmacologically  active  doses  of  nicotine  capable  of 
producing  addiction.  These  organizations  include  the  College  on  Problems  of  Dmg 


Dependence,  which  states: 

Nicotine  is  appropriately  categorized  as  an  addictive  drug.  Data 
from  both  animals  and  humans  indicate  that  nicotine  produces 
tolerance,  physical  dependence,  reinforcing  psychoactive  effects 
and  it  thus  has  the  potential  for  becoming  an  abused  substance. 

Regular  cigarette  smokers  and  habitual  smokeless  tobacco  users 
obtain  sufficient  quantities  of  nicotine  to  produce  these  effects  .... 

Cigarettes  and  smokeless  tobacco  serve  as  highly  effective  and 
efficient  drug  delivery  devices.  They  provide  nicotine  in  quantities 
and  patterns  that  enable  users  readily  to  develop  and  sustain 
dependence. 

The  American  Society  of  Addiction  Medicine  concludes  that  “nicotine  in 
cigarettes  and  in  smokeless  tobacco  is  a  pharmacologically  active  agent  that  causes 
addiction  in  a  high  proportion  of  users. 

Similar  conclusions  were  reached  by  the  American  Psychological  AssociaticMi, 


which  observes  that  “[cjigarettes  and  smokeless  tobacco  serve  as  highly  effective  and 


College  on  Problems  of  Drug  Dependence,  Comment  (Nov,  6, 1995),  at  1  (emphasis  added).  See  AR 
(Vol.  700  Ref.  1021). 

^  Am^ican  Society  of  Addiction  Medicine,  dlomment  (Dec.  29, 1995),  at  1  (emphasis  added).  See  AR 
(Vol.  528  Ref.  97). 


142 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  44799 


II.A.7. 

efficient  drug  delivery  systems,  which  by  their  very  design  enable' people  to  readily 
develop  and  sustain  nicotine  addiction. 

FDA  agrees  with  these  independent  scientific  bodies. 

2.  The  tobacco  industry  takes  issue  with  FDA’s  citations  of  studies  to  show 
that  certain  levels  of  nicotine  cause  pharmacological  effects. 

The  tobacco  industry  argues  that  three  studies  cited  by  FDA  to  estimate  the 
minimum  pharmacological  dose  of  nicotine  do  not  show  that  tobacco  products  cause 
significant  pharmacological  effects.  The  industry  also  contends  that  two  studies  cited  by 
FDA  to  show  that  smokers  can  control  their  nicotine  intake  do  not  reflect  common 
tobacco  consumption  behavior. 

The  industry  mischaracterizes  FDA’s  reasons  for  citing  the  studies.  FDA  did  not 
cite  animal  research  and  a  study  on  the  nicotine  nasal  spray  to  prove  that  cigarettes  cause 
pharmacological  effects  in  humans.  Rather,  the  studies  were  cited  to  demonstrate  that  a 
very  low  blood  level  of  nicotine  that  is  easily  attainable  with  cigarettes  produces 
pharmacological  effects  across  species.  This  observation  complements  overwhelming 
evidence  from  clinical,  epidemiological,  and  laboratory  studies  showing  that  cigarettes  and 
smokeless  tobacco  cause  significant  pharmacological  effects  in  humans. 

Similarly,  FDA  did  not  cite  studies  on  the  extremes  of  nicotine  intake  to 
demonstrate  exactly  how  much  nicotine  every  smoker  obtains.  Rather,  the  studies  were 
cited  to  demonstrate  that  nicotine  intake  from  cigarettes  has  the  potential  to  vary  widely 
across  a  range  of  levels  that  produce  significant  pharmacological  effects  in  humans. 

American  Psychological  Association,  Comment  (Dec.  28, 1995),  at  2  (emphasis  added).  See  AR 
(Vol.  531  Ref.  123). 
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FDA  also  notes  that  the  industry  offers  no  data  contradicting  FDA’s  studies.  The 
industry  also  fails  to  contest  other  sources  cited  by  FDA — including  some  from  the 
tobacco  industry — that  clearly  support  the  conclusion  that  nicotine  levels  in  commercial 
tobacco  products  produce  significant  pharmacological  effects  in  consumers.  See 
Jurisdictional  Analysis,  60  FR  41571-41572, 41632-41640. 

Finally,  FDA  notes  that  the  industry  misinterprets  a  study  by  Perkins  et  on 
nicotine  nasal  spray.  See  section  II.A.7.d.,  above. 

3.  The  industry  contends  that  nicotine  doses  provided  by  cigarettes  produce 
only  a  “minimal  response  in  laboratory  animals  and  a  small  number  of  human  subjects”  and 
that,  therefore,  FDA  has  not  established  that  nicotine  doses  delivered  by  cigarettes 
produce  substantial  pharmacological  effects. 

FDA  disagrees.  Many  studies  demonstrate  such  significant  effects  as  systemic 
cardiovascular  reactions  in  nontolerant  humans  and  animals,^’  sickness  produced  by  a 
single  tobacco  exposure  in  nontolerant  individuals,^**  and  changes  in  brain  electrical 
activity  comparable  to  those  produced  by  other  addictive  dnigs.^  As  described  in 
sections  ILA.4.,  above,  and  ILB.2.,  below,  use  of  tobacco  also  produces  significant  effects 
on  attention,  mood,  cognition,  and  v/eight  regulation.  Tliese  are  not  minimal  effects. 


Peikiiis  K,  Grobe  J,  Scierka  A,  et  al..  Discriminative  stimulus  effects  of  nicotine  in  smokers,  in 
International  Symposium  on  Nicotine:  The  Effects  of  Nicotine  on  Biological  Systems  //,  eds.  Clarice  PBS, 
Quik  M,  Thurau  K,  Adlkofer  F  (Basd;  Birkhauser  Veilag,  1994),  at  1 1 1.  See  AR  (VoL  42  Ref.  1 1 1). 

Surgeon  General's  Rqwil,  1988,  at  47.  See  AR  (VoL  129  Ref.  1592), 

*°*W.at594. 

Pritchard  WS,  Electrooicephalographic  effects  of  cigarette  smoking.  Psychopharmacology 
1991;104:485-490,  at  485, 488.  See  AR  (VoL  105  Ref.  965). 
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Nicotine’s  capacity  to  produce  and  sustain  addiction,  as  described  in  section  II.A.2., 
above,  is  another  example  of  a  significant  pharmacological  effect. 

Because  the  vast  majority  of  chronic  smokers  are  highly  tolerant  to  nicotine,  not  all 
of  the  pharmacological  effects  of  nicotine  are  evident  with  every'  cigarette  and  pinch  of 
smokeless  tobacco.  As  described  in  section  ILA.3.C.L,  above,  the  severe  degree  of 
tolerance  produced  by  nicotine  seems  to  greatly  exceed  that  produced  by  cocaine  and  to 
be  more  comparable  to  that  produced  by  morphine  in  the  reduction  of  responsiveness  to 
acute  doses  after  a  period  of  repeated  exposure. 

4.  The  tobacco  industry  argues  that  there  is  no  “addictive  level”  of  nicotine. 

This  contention  is  partly  based  on  the  claim  that  nicotine  intake  is  not  well  correlated  with 
quitting  success.  The  industry  also  argues  that  FDA’s  Dmg  Abuse  Advisory  Committee 
did  not  identify  a  threshold  addictive  dose  of  nicotine.  Without  such  an  “addictive  level,” 
the  industry  concludes,  the  nicotine  in  tobacco  products  cannot  have  a  substantial 
pharmacological  effect. 

FDA  disagrees.  The  tobacco  industry  misinterprets  the  scientific  literature  on 
cessation  studies,  the  actual  conclusion  reached  by  the  Committee,  and  the  concept  of 
“addictive  level.” 

A  large  body  of  literature  has  shown  that  nicotine  dependence  level  is  among  the 
strongest  general  predictors  of  withdrawal  severity  and  duration  of  abstinence.  See 
section  II.A.7.f.,  above.^^“  These  data  support  the  conclusion  that  the  relationship 
between  level  of  drug  intake  and  dependence  level  is  similar  to  that  observed  with  other 

Surgeon  General’s  Report,  1988,  at  315-321,  522-523.  See  AR  (VoL  129  Ref.  1592). 
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forms  of  drug  addiction,  namely  that  level  of  drug  intake  is  generally  but  not  precisely 
correlated  positively  with  dependence  level  and  that  there  is  wide  individual  variability.^" 

It  is  because  drug  intake  alone  is  not  a  perfect  measure  of  dependence  that  diagnostic 
instruments  such  as  the  DSM  are  necessary  for  clinical  practice. 

The  industry  also  misrepresents  the  findings  of  the  FDA  Committee,  which 
concluded  that  all  currently  marketed  cigarettes  contain  an  addictive  dose  of  nicotine,  but 
that  the  data  were  not  sufficient  to  determine  a  threshold  dose  below  which  the  product 
would  not  pose  a  risk  of  addiction.^^^  The  main  concern  of  the  Committee  was  that,  in 
attempting  to  set  a  lower  limit,  any  error  on  the  high  side  would  permit  the  industry  to 
market  products  that  would  be  addictive  to  some  persons.  The  Committee  was 
particularly  concerned  that  persons  who  have  not  developed  tolerance  to  nicotine,  such  as 
children,  might  find  even  the  doses  posed  by  Benowitz  and  Henningfield  (approximately 
one-tenth  of  the  delivery  of  a  typical  cigarette)  to  be  addictive.^*^ 

FDA  concurs  with  the  Committee  that  all  currently  marketed  cigarettes  contain 
addictive  levels  of  nicotine. 

5.  The  tobacco  industry  argues  that  any  compensation  occurring  in  response 
to  cigarettes  with  lower  yields  of  tar  and  nicotine  is  limited  and  of  short  duration.  Thus, 
according  to  the  industry,  smokers  of  low-yield  cigarettes  do  not  obtain  pharmacologically 
active  doses  of  nicotine.  TTie  industry  contends  that  this  proposition  is  supported  by  an 

at  3 15-321. 

Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues  Concerning  Nicotine- 
Containing  Cigarettes  and  Other  Tobacco  Products”  (Aug.  2, 1994),  at  346-353.  See  AR  (VoL  255  Ref. 

3445). 

at  346-353. 
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article  by  Benowitz  and  Henningfield.^*'*  The  industry  also  argues  that  smokers  actually 
compensate  for  changes  in  tar  delivery  rather  than  nicotine  delivery.  Furthermore,  it 
denies  that  cigarette  vent-hole  blocking  is  a  significant  means  of  compensation.  The 
industry  thus  argues  that  compensation  for  nicotine  does  not  occur. 

FDA  disagrees.  Tobacco  industry  research  demonstrates  that  smokers  significantly 
compensate  for  nicotine.  For  example,  research  presented  at  a  tobacco  industry 
conference  in  1974  demonstrated  that,  “whatever  the  characteristics  of  cigarettes  as 
determined  by  smoking  machines,  the  smoker  adjusts  his  pattern  to  deliver  his  own 
nicotine  requirements.”  See  Jurisdictional  Analysis,  60  FR  41663.  Other  examples  of  the 
tobacco  industry’s  understanding  of  compensation  are  documented  in  the  Jurisdictional 
Analysis.  60  FR  41572-41575. 

Furthermore,  FDA  cited  research  in  the  Jurisdictional  Analysis  demonstrating  that 
the  actual  amount  of  nicotine  delivered  to  the  smoker  does  not  correlate  with  the  machine- 
measured  yield  of  the  cigarette  and  that  smokers  who  smoke  “low-yield”  cigarettes  have 
been  shown  to  obtain  substantially  more  nicotine  than  the  advertised  yield.  See  60  FR 
41659-41665.  In  one  study,  for  example,  the  advertised  yield  of  tested  cigarettes  ranged 
from  0. 1  to  1 .6  mg  of  nicotine,  but  the  actual  nicotine  intake  by  the  smokers  asked  to 
smoke  these  cigarettes  ranged  from  0.75  to  1.25  mg.^‘^  Other  studies  have  also  found  that 
the  nicotine  levels  measured  in  smokers’  blood  bear  either  no  relationship  or  a  minimal 


Benowitz  NL,  Henningfield  JE,  Establishing  a  nicotine  threshold  for  addiction.  New  England  Journal 
of  Medicine  1994;331:123-125.  See  AR  (VoL  28  Ref.  218).  . 

Gori  GB,  Lynch  CJ,  Analytical  cigarette  yields  as  predictors  of  smoke  bioavailablity.  Regulatory 
Toxicology  and  Pharmacology  l9S5;5:3l4-326.  AR  (VoL  12  Ref.  142). 
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relationship  to  the  nicotine  yield  of  the  cigarettes  being  smoked  and  that  machine- 
measured  yields  of  low-tar/low- nicotine  cigarettes  significantly  underestimate  true  rates  of 
nicotine  absorption.  In  most  of  these  studies,  the  subjects  were  people  who  were  smoking 
their  usual  brand  of  cigarettes  and  showed  levels  of  nicotine  not  related  to  Federal  Trade 
Commission  (FTC)  yields,  thus  refuting  the  suggestion  that  compensation  is  short-lived.^*^ 

The  tobacco  industry  misrepresents  the  position  of  Benowitz  and  Henningfield  on 
compensation.  These  authors  have  repeatedly  published  research  demonstrating  that 
smokers  compensate  with  current  cigarettes  by  smoking  harder  or  by  blocking  the  vent 
holes.^*’ 

In  the  Benowitz  and  Henningfield  paper  cited  by  the  tobacco  industry,  the  authors 
were  discussing  cigarettes — not  currently  on  the  market — with  so  little  available  nicotine 
that  it  would  be  impossible  to  compensate  for  reduced  nicotine  except  by  smoking  an 
impractical  number  of  cigarettes.  The  total  nicotine  content  of  these  cigarettes  would 
have  been  only  about  5%  of  the  content  of  currently  marketed  cigarettes  and  would  have 
permitted  a  maximum  delivery  of  only  about  10%  that  of  current  cigarettes.  The  authors 
predicted  that  few  smokers  would  permanently  smoke  the  200  or  more  cigarettes  needed 
to  obtain  the  nicotine  intake  typically  delivered  by  20  conventional  cigarettes.  Thus, 

Benowitz  and  Henningfield  believed  that,  if  denied  access  to  regular  nicotine  cigarettes, 
smokers  would  either  quit  or  adjust  over  time  to  substantially  reduced  nicotine  intake. 

Surgeon  Genial’s  Rq)ort,  1988,  at  158-159.  See  AR  (VoL  129  Ref.  1592). 
at  158-163. 

Henningfield  JE,  Kozlowski  LT,  Benowitz  NL,  A  proposal  to  develop  meaningful  labeling  for  cigarettes. 

Journal  of  the  American  Medical  Association  1994;272:312-314.  See  AR  (VoL  313  Ref.  4846). 
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This  prediction  is  entirely  inapplicable  to  currently  maikeled  “low-yield”  cigarettes 
delivering  O.l  ’mg  of  nicotine  as  measured  by  the  smoking  machine;  a  smoker  need  smoke 
only  about  30  of  these  to  obtain  the  amount  of  nicotine  obtained  with  20  “full  flavor'’ 
cigarettes. 

The  tobacco  industry’s  denial  that  vent  blocking  occurs  misses  important  points  of 
FDA’s  position  on  this  issue.  FDA  has  simply  posed  vent  blocking  as  the  most  likely 
explanation  for  the  well-documented  fact  that  there  is  almost  no  difference  in  the  nicotine 
levels  observed  in  the  bodies  of  smokers  who  smoke  brands  with  widely  varying  FTC 
yields.  Smoking  more  cigarettes  is  only  one  means  by  which  smokers  compensate.  Vent 
blocking  is  another  means  at  the  smoker’s  disposal  to  compensate.  Indeed,  the  studies 
relied  on  by  the  tobacco  industry  suggest  that  the  frequency  of  vent  blocking  is  inversely 
proportional  to  the  yield  of  the  cigarette.  In  other  words,  the  lower  the  tar  and  nicotine 
yield  of  the  cigarette,  the  more  the  smoker  blocks  the  vent  holes.  These  data  support  the 
position  that  vent  blocking  plays  an  important  role  in  compensation.  There  are,  in 

I 

addition,  other  compensation  mechanisms,  such  as  smoking  more  of  the  cigarette  than  is 
smoked  in  testing  machines,  smoking  more  aggressively,  and  taking  deeper  inhalations.^*’ 
The  tobacco  industry  contends  that  smokers  may  compensate  for  tar  rather  than 
for  nicotine.  This  contention  is  contradicted  by  a  very  extensive  body  of  literature, 
documented  in  detail  in  the  1988  Surgeon  General’s  Report,^^  showing  that,  when  the 

Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues  Concerning  Nicotine- 
Containing  Cigarettes  and  Other  Tobacco  Products”  (Aug.  2,  1994),  at  106.  See  AR  (VoL  255  Ref.  3445). 

Surgeon  General’s  Report,  1988,  at  153-158.  See  AR(VoL  129  Ref.  1592). 

Id.  at  153-169,  282-283. 
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level  of  nicotine  in  cigarettes  is  manipulated,  smokers  alter  their  smoke  intake.  Although 
the  relationship  is  not  perfect,  it  is  similar  to  that  which  has  been  observed  with  other 
addictive  drugs  in  numerous  animal  studies  and  some  human  studies.  That  is,  when  the 
dose  of  the  drug  in  the  cigarette  is  increased,  the  number  of  unit  doses  that  are  self- 
administered  decreases  generally,  although  not  proportionally.  This  results  in  the  frequent 
observation  of  increased  overall  drug  intake.^^* 

Conversely,  when  the  dose  is  decreased,  the  number  of  unit  doses  that  are  self- 
administered  generally  increases,  although  usually  not  proportionally.  The  relationship  has 
been  demonstrated  with  respect  to  cigarette  smoking  by:  (1)  administering  nicotine  to 
smokers  via  other  routes,  which  results  in  decreased  smoking;  and  (2)  administering  the 
nicotine  blocker  mecamylamine  to  smokers  (which  reduces  the  effects  of  nicotine  on 
receptors  in  the  brain),  resulting  in  increased  smoking.^^  A  study  on  compensation  for 
smokeless  tobacco  cited  by  the  smokeless  tobacco  industry  showed  that  users  increased 
their  consumption  when  switched  to  a  low-nicotine  product.^^ 


Id.  at  282-283. 

Id.  at  165-169. 

Andersson  G,  Axell  T,  Curvall  M,  Reduction  in  nicotine  intake  and  (xal  mucosal  changes  among  users 
of  Swedish  cxal  moist  snuff  after  switchii^  to  a  low-nicotine  product.  Journal  of  Oral  Pathology  & 
Medicine  1995;24:244-250.  AR(VoL  526  Ref.  95,  voL  VII). 

The  low-nicotine  product  had  a  Iowct  pH  than  the  higha-nicotine  [MxrducL  Because  lower  pH  reduces 
absorption  see  sectitm  II.D.,  below,  measurements  of  nicotine  intake  cited  by  the  indusny  do  not 
accurately  reflect  con^)a)sati(Hi  in  this  smdy. 
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B.  CONSUMERS  USE  CIGARETTES  AND  SMOKELESS  TOBACCO 
TO  OBTAIN  THE  PHARMACOLOGICAL  EFFECTS  OF 
NICOTINE  AND  TO  SATISFY  THEIR  ADDICTION 

In  section  II.  A.,  above,  the  Agency  concludes  that  the  foreseeable  pharmacological 
uses  of  cigarettes  and  smokeless  tobacco  establish  that  tobacco  manufacturers  intend  their 
products  to  affect  the  structure  and  funaion  of  the  body.  The  Agency  may  find  additional 
evidence  of  such  intent  through  evidence  that  consumers  commonly  use  tobacco  products 
for  pharmacological  effects.  Where  consumers  use  a  product  predominantly  or  nearly 
exclusively  to  obtain  any  of  the  effects  on  the  structure  or  function  of  the  body  produced 
by  a  substance,  such  evidence  would  alone  be  sufficient  to  establish  manufacturer  intent. 
See  ASH  v.  Harris,  655  F.2d  239-240. 

The  Agency  made  extensive  findings  regarding  consumer  use  of  tobacco  products 
in  the  Jurisdictional  Analysis.  See  60  FR  41576-41581.  FDA  received  comments  from 
the  tobacco  industry,  public  health  and  medical  organizations  and  practitioners,  and  other 
members  of  the  public.  Upon  review  of  the  evidence  in  the  administrative  record  and 
careful  analysis  of  the  comments  on  the  Jurisdictional  Analysis,  the  Agency  concludes  that 
the  evidence  demonstrates  that  consumer  use  of  cigarettes  and  smokeless  tobacco  for  the 
pharmacological  effects  of  nicotine  is  predominant,  in  fsia  nearly  exclusive.  Moreover,  the 
Agency  finds  that  other  factors  associated  with  tobacco  use — ^including  taste  and  habit — 
are  significant  to  almost  all  consumers  only  by  their  association  with  nicotine’s 
pharmacological  effects  on  the  brain.  Thus,  FDA  finds  that  actual  consumer  use  of 
cigarettes  and  smokeless  tobacco  for  the  pharmacological  effects  of  nicotine  provides  an 
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independent  basis  for  the  conclusion  that  these  products  are  intended  to  affect  the 
structure  and  function  of  the  human  body.^^ 

In  section  ILB.l.,  below,  FDA  discusses  its  authority  to  consider  evidence  of 
consumer  use  in  establishing  intended  use.  FDA  presents  its  major  findings  and  responds 
to  significant  comments  in  sections  ILB.2.  and  3.,  below.  In  section  ILB.4.,  below,  FDA 
responds  to  all  other  substantive  comments. 

1.  "Intended  Use”  May  Be  Established  on  the  Basis  of  Actual 
Consumer  Use 

The  legislative  history  of  the  Act  clearly  states  that  consumer  use  can  be  probative 
of  a  product’s  intended  use.  For  example,  the  House  Report  on  the  Medical  Device 
Amendments  of  1976  stales  that  "'[t]he  Secretary  may  consider . . .  use  of  a  product  in 
determining  whether  or  not  it  is  a  device.”  H.R.  Rep.  853, 94th  Cong.,  2d  Sess.  14 
( 1976)  (emphasis  added),  reprinted  in  An  Analytical  Legislative  History  of  the  Medical 
Device  Amendments  of  1976,  Appendix  IB  (Daniel  F.  O’Keefe,  Jr.  &  Robert  A.  Spiegel, 
eds.  1976).  Similarly,  the  legislative  history  of  the  1938  Act  states  expressly  that  "the  use 
to  which  the  product  is  to  be  put  will  determine  the  category  into  which  it  will  fall.” 

S.  Rep.  No.  361, 74th  Cong.,  1st  Sess.  4  (1935)  (emphasis  added),  reprinted  in  3 
Legislative  History  660, 663. 


In  this  case,  there  is  evidence  not  only  of  actual  mnsnmw  use,  but  other  evidence  of  manufacturo' 
intent,  including:  (1)  evidence  that  nicotine’s  addictive  prc^rties  and  other  pharmacological  effects  are 
foreseeable  to  a  reascHiable  tobacco  manufacturer,  and  (2)  evidence  from  the  statements,  research,  and 
actions  of  manufacturers  establishing  that  they  intend  their  products  to  affect  die  structure  or  fimction  of 
the  bodies  of  tobacco  users.  See  secticms  EL  A.,  C.,  and  D.  Thus,  although  the  evidence  establishes  that 
consumers  use  cigarettes  and  smokeless  tobacco  predominantly  or  nearly  exclusively  for  the 
pharmacological  effects  of  nicotine,  this  finding  is  not  necessary  to  permit  reliance  on  the  evidence  of 
actual  consumer  use.  Relied  (m  in  ccmjunction  with  the  other  evidence  of  manufacture  intent,  evidence  of 
actual  consumer  use  provides  substantial  additional  support  for  the  Agency’s  conclusioiL 
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Like  the  legislative  history,  FDA’ s  regulations  on  adequate  directions  for  the  use 
of  drugs  and  devices  also  demonstrate  that  actual  consumer  use  can  be  a  basis  for 
establishing  a  product’s  intended  use.  21  CFR  201.5  (drugs);  21  CFR  801.5  (devices). 

Section  201.5,  which  specifies  the  “adequate  directions”  that  must  be  provided  on  drug 
labeling,  provides  examples  of  the  “intended  uses”  of  a  drug  that  must  be  included  in  any 
adequate  labeling.  These  intended  uses  include  both:  (1)  “uses  for  which  it  is  prescribed, 
recommended,  or  suggested  in  its  oral,  written,  print,  or  graphic  advertising;”  and  (2) 

“uses for  which  the  drug  is  commonly  used”  21  CFR  201.5  (emphasis  added).  Section 
801.5  contains  parallel  provisions  for  devices.  Because  adequate  directions  for  use  are 
required  only  for  the  intended  uses  of  a  product,  these  regulations  make  the  “conunon 
use”  of  a  product  a  basis  for  determining  “intended  use.” 

Courts  have  also  recognized  that  actual  consumer  use  can  be  a  persuasive  basis  for 
determining  intent — even  in  the  absence  of  other  evidence  that  the  manufacturer  intends  to 
affect  the  structure  or  function  of  the  body.  In  ASH,  the  court  explicitly  recognized  that 
actual  “consumer  intent”  by  itself  could  be  a  basis  for  imputing  intent  to  the  manufacturer. 


Clearly,  it  is  well  established  “that  the  ‘intended  use’  of  a  product, 
within  the  meaning  of  the  Act,  is  determined  from  its  label, 
accompanying  labeling,  promotional  claims,  advertising,  and  any 
other  relevant  source.”  Whether  evidence  of  consumer  intent  is  a 
“relevant  source”  for  these  purposes  depends  upon  whether  such 
evidence  is  strong  enough  to  justify  an  inference  as  to  the  vendors* 

intent.  This  requires  a  substantial  showing _ In  cases  such  as  the 

one  at  hand,  consumers  must  use  the  product  predominantly — ^and 
in  fact  nearly  exclusively — with  the  appropriate  intent  before  the 
requisite  statutory  intent  can  be  inferred. 

655  F.2d  at  239-240  (emphasis  added).  Similarly,  in  NNFA  v.  Weinberger,  the  court  held 

that  evidence  before  the  Commissioner  that  vitamins  “were  used  almost  exclusively  for 
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therapeutic  purposes”  could  be  a  proper  basis  to  determine  that  the  manufacturer  intended 
a  pharmacological  use.  512F.2dat703. 

When  a  finding  of  an  intent  to  affect  the  structure  and  function  of  the  body  is  based 
exclusively  on  evidence  of  actual  consumer  use,  the  evidence  must  meet  a  high  threshold. 

As  quoted  above,  the  courts  in  ASH  and  NNFA  have  indicated  that  the  evidence  should 
show  that  the  actual  consumer  use  for  drug  purposes  is  “predominant”  or  “nearly 

* 

exclusive.”  FDA’s  regulations  contemplate  that  the  use  be  shown  to  be  at  least 
“common.”  21  CFR  201.5. 

There  is  no  requirement,  however,  that  a  product  be  used  nearly  exclusively  as,  a 
drug  before  FDA  may  regulate  it  as  a  drug.  To  the  contrary,  a  product  that  has  both 
pharmacological  uses  and  nonpharmacological  uses  can  be  regulated  as  a  drug.  See 
United  States  v.  Guardian  Chemical  Corp.,  410  F.2d  157, 162-163  (2d  Cir.  1969Xa 
solvent  used  both  to  dissolve  kidney  stones  (a  drug  use)  and  to  clean  instruments  (a 
nondrug  use)  was  properly  regulated  as  a  drug).  Consistent  with  this  principle,  the  courts 
recognize  that  where,  as  here,  there  is  other  evidence  of  manufacturer  intent,  consumer 
use  for  drug  purposes  may  be  relevent  evidence  of  intended  use  even  if  that  use  is  not 
predominant  or  nearly  exclusive.  See,  e.g..  United  States  v.  An  Article  of  Device . . . 

Toftness  Radiation  Detector,  731  F.2d  1253, 1257  (7th  Cir.  1984);  United  States  v.  789 
Cases. . .  Latex  Surgeons'  Gloves,  799  F.  Supp.  1275, 1285, 1294-95  (D.P.R.  1992); 

United  States  v.  22 . . .  devices . . .  “The  Ster-o-lizer  MD-200,  ”  714  F.  Supp.  at  1 165; 

United  States  v.  An  Article  of  Device . . .  “Cameron  Spitler  Amblo-Syntonizer,  ”  261  F. 

Supp.  243,  245  (D.  Neb.  1966). 
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Consistent  with  these  authorities,  the  Agency  finds  that  actual  consumer  use  can  be 
a  basis  for  establishing  the  manufacturer’s  intended  use  for  the  product.  Where  the  only 
evidence  of  intended  use  is  the  aaual  consumer  use  of  the  product,  the  Agency  may  need 
to  show  that  the  use  of  the  product  for  pharmacological  purposes  is  “predominant”  or 
“nearly  exclusive”  before  establishing  that  a  product  is  intended  to  affect  the  structure  or 
any  function  of  the  body.  At  a  minimum,  as  set  forth  in  FDA’s  regulations,  the  Agency 
should  show  that  the  use  is  “common”  before  relying  exclusively  on  evidence  of  consumer 
use  to  establish  intended  use.  Where,  however,  actual  consumer  use  is  only  one  of  several 
types  of  evidence  relied  upon  by  the  Agency,  more  limited  evidence  of  consumer  use  can 
be  used  to  support  a  finding  that  a  product  is  “intended  to  affect  the  structure  or  any 
function  of  the  body.” 

In  the  case  of  cigarettes  and  smokeless  tobacco,  as  discussed  below,  the  evidence 
establishes  that  the  standard  of  “predominant”  or  “nearly  exclusive”  consumer  use  is  met 
even  though  other  types  of  evidence  exist  Thus,  the  evidence  of  actual  consumer  use  of 
cigarettes  and  smokeless  tobacco  provides  an  independent  basis  for  establishing  these 
products’  intended  pharmacological  uses. 

2.  Consumers  Use  Cigarettes  and  Smokeless  Tobacco  for  the 
Pharmacological  Effects  of  Nicotine 

The  evidence  on  consumer  use  of  cigarettes  and  smokeless  tobacco  convincingly 

demonstrates  the  intended  use  of  such  products  for  pharmacological  purposes.  In  the 

# 

following  sections,  FDA  explains  this  conclusion  and  the  epidemiological  and  experimental 
data  that  confirm  that  consumers  do  use  cigarettes  and  smokeless  tobacco  predominantly 
for  one  or  more  of  the  pharmacological  effects  of  nicotine. 
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a.  Epidemiological  Evidence  Shows  That  Consumers  Use  Cigarettes 
and  Smokeless  Tobacco  for  Pharmacological  Effects 

Epidemiological  studies  establish  that  the  vast  majority  of  consumers  use  tobacco 
for  at  least  one  of  three  pharmacological  purposes:  to  satisfy  a  nicotine  addiction;  to 
receive  the  accompanying  psychoactive  effects,  such  as  relaxation  and  stimulation;  or  to 
control  weight. 

To  satisfy  nicotine  addiction.  If  a  tobacco  consumer  is  addicted  to  nicotine,  then 
the  key  reason  for  use  of  the  tobacco  product  is  a  pharmacological  effect:  the  satisfaction 
of  the  addiction. 

Based  upon  internationally  accepted  definitions  of  addiction  from  the  American 
Psychiatric  Association  and  the  World  Health  Organization  (WHO),  major  recent  studies 
show  that  77%  to  92%  of  smokers  are  addicted  to  cigarettes.  In  various  studies,  smokers 
who  met  the  criteria  for  addiction  included  those  identified  by  self-report  (90% 
addicted),^^  those  who  used  tobacco  six  or  more  times  (87%  addicted),^^  those  who 
were  daily  users  for  at  least  one  month  (77%  to  92%  addicted),^^^  and  those  who  reported 
any  current  use  of  cigarettes  (80%  addicted).^^  Studies  show  a  higher  percentage  of 


Hughes  JR,  Gust  SW,  Pechacdc  TF,  Prevaloice  of  tobacco  depoidenee  and  withdrawal,  American 
Journal  of  Psychiatry  1987;144(2):205-208.  See  AR  (Vol.  81  Ref.  292). 

Woody  GE,  Cottlia:  LB,  Cacciola  J,  Sevaity  of  depwidence:  data  from  the  DSM-IV  field  trials, 
Addiction  1993;88:1573-1579.  AR(VoL  13  Ref.  150). 

Cottier  L,  Comparing  DSM-III-R  and  ICD-10  substance  use  disorders,  Addiction  1993;88:689-6%. 
S«^AR(VoL  13Ref.  149). 

Hale  KL,  Hughes  JR,  Oliveto  AH,  Helzar  JE,  Higgins  ST,  Bickel  WK,  Clottier  LB,  Nicotine 
dependence  in  a  population-based  sample,  in  Problems  of  Drug  Dependence.  1992,  NIDA  Research 
Monograph  132  (Washington  DC:  Government  Printing  Office,  1993).  See  AR  (VoL  39  Ref.  60). 
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addiction  among  tobacco  users  than  among  users  of  other  addictive  drugs,  including 
cocaine  and  heroin.^^ 

i^though  there  have  been  no  population-based  studies  using  DSM  or  WHO 
criteria  to  assess  rates  of  addiction  to  smokeless  tobacco,  substantial  evidence 
demonstrates  that  a  high  proportion  of  smokeless  tobacco  users  meet  individual  criteria 
for  addiction.  See  section  n.A.3.c.ii.,  above.  This  evidence  strongly  supports  the 
conclusion  that  a  substantial  proportion  of  such  users  are  addicted.  In  1992,  the 
Inspector  General  of  the  U.S.  Department  of  Health  and  Human  Services  estimated  that 
approximately  75%  of  young  regular  users  of  smokeless  tobacco  are  addicted.^^* 

Evidence  also  demonstrates  that  many  tobacco  users  continue  to  consume  tobacco 
for  an  additional  pharmacological  reason  related  to  addiction:  to  avoid  withdrawal 
symptoms.^^^  As  addiction  specialist  Jerome  Jaffe  has  noted,  “[w]ithdrawal  from  nicotine 
. . .  regularly  motivates  continued  smoking.”^^^ 


Anthony  JC,  Wam»  LA,  Kesslo*  RC,  Comparative  epidemiology  of  dependence  on  tobacco,  alcohoL 
ccmtiolled  substances  and  inhalants;  basic  findings  from  the  NaticHial  Comoibidity  Survey,  Experimental 
and  Clinical  Psychopharmacology  1994;2:244-268.  See  AR  (VoL  37  Ref.  4). 

Beaowitz  NL,  Pharmacology  of  smokeless  tobacco  use:  nicotine  addiction  and  nicotine-related  health 
consequence,  in  Smokeless  Tobacco  or  Health,  Smoking  and  Tobacco  Control  Memograph  2  (Washington 
DC:  Govemmait  Printing  Office,  1993),  at  224.  See  AR  (VoL  93  Ref.  606). 

Department  of  Health  and  Human  Services,  Office  on  Smoking  and  Health,  Spit  Tobacco  and  Youth 
(Washington  DC:  Government  Printing  Office,  1992),  at  8.  See  AR  (VoL  7  Ref.  76). 

Hughes  JR,  Higgins  ST,  Hatsukami  D,  Effects  of  abstinence  from  tobacco:  a  critical  review.  Research 
Advances  in  Alcohol  and  Drug  Problems  1990;10:3170398,  at  381.  See  AR  (VoL  535  Ref  96,  vol.  III.G). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman's  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York:  Pergamon  Press,  1990),  chap.  22  (522-573),  at  529.  See  AR  (VoL  535 
Ref  96,  voL  III.G). 
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For  stimulation,  sedation,  mood  alteration,  and  cognition.  Studies  also  reveal  that 
a  large  proportion  of  consumers  use  tobacco  for  other  psychoactive  effects.  For  example, 
a  recent  survey  of  young  people  10  to  22  years  old  found  that  72.8%  of  daily  smokers  and 
53.8%  of  daily  consumers  of  smokeless  tobacco  said  they  used  tobacco  for  relaxation.^^ 

The  1988  Surgeon  General’s  Report  reviewed  the  epidemiological  literature  on  the  effects 
of  smoking  on  mood:  “The  conclusion  from  this  literature  is  that  in  the  general 
population,  persons  perceive  that  smoking  has  functions  that  are  relevant  for  mood 
regulation.  Persons  report  that  they  smoke  more  in  situations  involving  negative  mood, 

and  they  perceive  that  smoking  helps  them  to  feel  better  in  such  situations.”^^^  The 

#■ 

Surgeon  General’s  Report  also  noted  that  “some  cigarette  smokers  believe  that  smoking 
helps  them  to  think  and  concentrate.”^^  This  is  the  belief  of  several  prominent  tobacco 
industry  researchers.^^’  Data  demonstrating  significant  consumer  use  for  the 
pharmacologically  mediated  effects  of  nicotine  on  mood  and  arousal  are  summarized  in  the 
Jurisdictional  Analysis.  See  60  FR  41579-41580. 

To  control  weight.  Numerous  studies  show  that  tobacco  use  by  many  people  is  at 
least  partially  motivated  by  their  belief  that  tobacco  will  help  them  control  their  weight. 

Centers  fOT  Disease  Control  and  Prevention,  Reastms  for  tobacco  use  and  symptoms  of  nicotine 
withdrawal  among  adolescents  and  young  adult  tobacco  usos — ^United  States,  1993,  Morbidity  and 
Mortality  Weekly  Report  1994;43(41):745-750.  See  AR  (VoL  43  Ref.  162). 

Surgeon  General's  Rqwrt,  1988,  at  399.  See  AR  (VoL  129  Ref.  1592). 

*^W.at382. 

Robinson  J,  Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues  Concaning 
Nicotine-Containing  Cigarettes  and  OthCT  Tobacco  Products”  (Aug.  2, 1994),  at  227.  See  AR  (VoL  255 
Ref.  3445). 

Warburton  DM,  Nicotine:  an  addictive  substance  or  a  therapeutic  agent.  Progress  in  Drug  Research 
1989;33:9-41,  at  25.  See  AR  (Vol.  140  Ref.  1657). 
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For  example,  in  two  surveys  of  young  people,  between  one-third  and  one-half  of  smokers 
said  that  weight  control  was  a  reason  for  their  smoking.^^  Additional  data  on  the  use  of 
tobacco  products  for  weight  control  are  summarized  in  the  Jurisdiaional  Analysis.  See  60 
FR  41580-41581. 

b.  Experimental  Evidence  Shows  That  Consumers  Use  Cigarettes  and 
Smokeless  Tobacco  Products  for  Pharmacological  Effects 

^  As  described  in  section  n.A.3.c.i.,  above,  overwhelming  laboratory  data 

demonstrate  that  nicotine’s  pharmacological  effects  are  central  to  tobacco  use.  Three 

findings  from  experimental  studies  particularly  show  that  consumers  smoke  cigarettes  and 

consume  smokeless  tobacco  for  the  pharmacological  effects  of  nicotine. 

Nicotine  reinforces  tobacco  cohsumption.  Like  other  addictive  substances  such  as 
amphetamine,  morphine,  and  cocaine,  nicotine  acts  on  a  key  “reward”  pathway  in  the 
brain — ^known  as  the  mesolimbic  system — ^to  reinforce  its  own  consumption.^^’  As  even 
the  tobacco  industry  has  noted,  the  “reward”  generated  by  this  pathway  may  explain  why 
people  eat  food,  drink  water,  and  consume  salt.  The  ability  of  nicotine  to  generate  a 
similar  “reward”  for  tobacco  consumption  reflects  its  pharmacological  power  and 
represents  a  clear  reason  why  consumers  use  tobacco  products.  The  data  supporting 
nicotine’s  role  in  the  “reward”  system  are  discussed  in  section  ILA.3.c.i.,  above. 

Nicotine  controls  smoking  behavior.  It  has  been  convincingly  demonstrated  that 
smokers  adapt  their  cigarette  consumption  to  maintain  the  pharmacological  effect  of  nicotine  in 

Surgeon  General’s  Report,  1988,  at  438-441.  See  AR  (VoL  129  Ref.  1592). 

See,  e.g.,  Corrigall  WA  Franklin  KBJ,  Coen  KM,  et  al..  The  mesolimbic  (kpaminergic  system  is 
implicated  in  the  reinforcing  effects  of  nicotine.  Psychopharmacology  1992;107:285-289.  See  AR 
(Vol.  8  Ref.  934). 


V. 
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the  ta^ain.  Thus,  smokers  given  cigarettes  lower  in  nicotine  change  their  smoking  behavior  to 
obtain  more  nicotine,  and  those  given  cigarettes  higher  in  nicotine  than  their  usual  brand  modify 
their  behavior  to  obtain  less.  When  given  a  dmg  to  reduce  the  effect  of  rucotine  in  the  brain, 
smokers  will  consume  more  of  the  same  cigarettes,  even  though  nothing  else  has  changed. 

This  is  compelling  evidoice  that  nicotine  plays  a  pivotal  role  in  why  consumers  use  tobacco 
products.  These  data  are  discussed  in  detail  in  seaion  II.  A.5.,  above. 

Nicotine  in  other  forms  affects  tobacco  consumers.  The  ability  of  nicotine  nasal 
spray  to  produce  some  of  the  classic  characteristics  of  addiction  to  nicotine  supports  the 
position  that  tobacco  users  seek  tobacco  primarily  for  the  systemic  pharmacological 
effects  of  nicotine.  In  contrast  to  cigarette  smoke,  aqueous  nicotine  spray  does  not 
provide  any  pleasing  sensory  characteristics.  In  faa,  the  spray  can  be  irritating  and 
unpleasant  to  use,  and  excessive  use  can  cause  nasal  ulcerations.  Notwithstanding  the 
unpleasanmess  of  the  nicotine  delivery  mechanism  and  the  presence  of  painful  ulcerations 
that  were  further  aggravated  by-continued  use  of  the  spray,  some  participants  in  clinical 
trials  submitted  to  FDA  used  the  spray  to  maintain  nicotine  dependence.^"*® 

Studies  on  nicotine  replacement  therapies  also  demonstrate  efficacy  in  maintaining 
abstinence  ftom  smoking.^*  The  ability  of  nicotine  to  promote  abstinence,  even  when 
delivered  through  the  skin,  without  any  taste  or  flavor,  demonstrates  its  key  role  in 
maintaining  tobacco  consumption. 


FDA  Drug  Abuse  .Advisory  Committee  background  information  (Aug.  1,  1994),  Joint  Abuse  Liability 
Review  of  Nicotine  Nasal  Spray.  See  AR  (VoL  9  Ref.  117). 

See  ai^ndix  1  to  Jurisdictional  Analysis  at  62-82.  See  AR  (Vol.  1  Appendix  1). 
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c.  The  Data  Do  Not  Support  the  Industry’s  Claim  That  Consumers  Seek 
Nicotine  for  Its  Sensor}'  Effects  Rather  than  Its  Pharmacological 
Effects 

V 

The  tobacco  industry  responds  to  the  overwhelming  evidence  that  nicotine’s 
pharmacological  actions  are  central  reasons  for  tobacco  consumption  by  arguing  instead 
that  nicotine’s  key  role  in  tobacco  products  is  for  flavor.  According  to  the  industry,  the 
nonpharmacological  actions  of  nicotine  such  as  “flavor”  are  so  essential  to  consumers  that 
the  nicotine  level  in  each  cigarette  and  unit  of  smokeless  tobacco  must  be  carefully 
controlled. 

This  argument  in  no  way  contradicts  any  of  the  experimental  and  epidemiological 
evidence  showing  that  consumers  use  tobacco  products  for  the  pharmacological  effects  of 
nicotine.  These  studies  prove  nicotine’s  central  pharmacological  importance  by 
demonstrating,  for  example,  that:  (1)  nicotine  causes  psychoactive  effects  characteristic  of 
addiction  even  when  delivered  by  nonoral  routes,  where  there  is  no  “flavor”  at  all;  and  (2) 
the  vast  majority  of  smokers  are  addicted  to  tobacco  products. 

Moreover,  the  industry’s  position  that  nicotine’s  primary  role  is  to  provide  flavor  is 
inconsistent  with  the  evidence.  First,  the  industry’s  position  is  flatly  contradicted  by 
numerous  statements  of  its  own  scientists  and  executives.  Several  industry  documents 
dismiss  the  role  of  nicotine  in  flavor.  For  example,  in  1974,  an  American  Tobacco 
Company  manager  concluded  that  Pall  Mall  and  Lucky  Strike  cigarettes  tasted  virtually 
the  same  even  after  the  addition  of  extraneous  nicotine  (referred  to  as  “Compound  W”); 
according  to  the  manager,  “increasing  the  level  of  nicotine  in  the  smoke  by  the  addition  of 
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Compound  W  has  little,  if  any,  effect  on  taste.”^"*^  A  Philip  Morris  presentation  that 
discusses  the  importance  of  flavor  in  ultra-low  cigarettes  states  flatly  that  “nicotine  is  an 
inexpensive,  tasteless  constituent.”^^^  Philip  Morris’  comments  similarly  contradia  the 
industry’s  position  that  nicotine  has  a  significant  role  in  the  flavor  of  cigarettes.  These 
comments  state  that  Philip  Morris  conducted  extensive  investigations  into  the  flavors  in 
cigarette  smoke  using  an  “olfactometer,”  yet  Philip  Morris  claims  that  “[n]one  of  that 
olfactometer  work  involved  nicotine  at  all,”  an  unlikely  omission  if  nicotine  is  an  important 
flavor  component.^'*^ 

Tobacco  industry  documents  also  reveal  that  the  industry  draws  a  consistent 
distinction  between  nicotine’s  role  in  tobacco  use  and  the  role  of  flavor.  A  Brown  & 

Williamson  study  emphasized  the  importance  of  nicotine  delivery  over  all  other  product 
features  and  specifically  distinguished  the  effects  of  nicotine  from  the  taste  and  flavor 
characteristics  of  tobacco: 

In  considering  which  product  features  are  important  in  terms  of 
consumer  acceptance,  the  nicotine  delivery  is  one  of  the  more 
obvious  candidates.  Others  include  the  taste  and  flavour 
characteristics  of  the  smoke,  physical  features  such  as  draw 
resistance  and  rate  of  bum,  and  the  general  unifonnity  of  the 
product,  to  name  but  a  few.  The  importance  of  nicotine  hardly 
needs  to  be  stressed,  as  it  is  so  widely  recognised.^^ 


Memorandum  fiom  Iihy  RM  (manage,  new  products  division)  to  McCarthy  JB  (executive  vice 
president,  research  and  development).  Nicotine  Content  ofReconstituted  Tobacco  (Jun.  5,  1974),  at  3-4 
(emphasis  added).  See  AR  (Vol.  26  Ref.  357-3) 

Philip  Morris  Inc.,  First  Speaker,  Merit  Team  Remarks  (Jan.  14,  1976),  at  3  (emphasis  added).  See 
AR  (Vol.  640  Ref.  2). 

Philip  Morris  Inc.,  Comment  (Apr.  19, 1996),  at  47.  See  AR  (VoL  700  Ref.  226). 

BATCO,  Project  Wheat-Part  1;  Cluster  profiles  of  U.K.  male  smokers  and  their  general  smoking 
habits.  Southampton,  England  (Jul.  10,  1975),  at  3-4  (emphasis  added).  See  AR  (Vol.  20  Ref.  204-1). 
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An  internal  RJR  document  shows  that  the  industry  views  nicotine’s  role  as 

pharmacological  and  distinct  from  the  smoke  components  that  provide  flavor. 

If  nicotine  is  the  sine  qua  non  of  tobacco  products,  and  tobacco 
products  are  recognized  as  being  attractive  dosage  forms  of 
nicotine,  then  it  is  logical  to  design  our  product  -  and  where 
possible  our  advertising  -  around  nicotine  delivery  rather  than  tar 
delivery  or  flavor.^ 

Other  industry  documents  further  demonstrate  that  the  industry  understands  that 
nicotine’s  role  is  primarily  pharmacological  and  that  any  sensory  role  is  secondary.  A 
variety  of  industry  documents  shows  that  industry  knows  that  “satisfaction”  comes  from 
inhalation  of  nicotine  into  the  lungs  and  absorption  into  the  bloodstream.  See 
Jurisdictional  Analysis,  60  FR  41773-41774.  Inhalation  is  necessary  only  to  provide 
systemic  pharmacological  effects;  it  would  be  unnecessary  if  nicotine’s  role  were  to 
provide  sensory  effects.  The  statements  of  tobacco  industry  scientists  confirm  that 
nicotine’s  pharmacological  effects  are  the  primary  reason  for  tobacco  use.  A  leading 
tobacco  research  director  noted  as  early  as  1972  that  “[t]he  primary  incentive  to  cigarette 

smoking  is  the  immediate  salutary  effect  of  inhaled  smoke  upon  body  function _ the 

physiological  effect  serves  as  the  primary  incentive:  all  other  incentives  are 
secondary^^^  As  recently  as  1992,  RJR  researchers  recognized  that  “smokers  use 
cigarettes  primarily  as  a  Tool’  or  ‘resource’  that  provides  them  with  needed  psychological 
benefits  (increased  mental  alertness;  anxiety  reduction,  coping  with  stress).”^ 

^  Teague  CE,  Research  Planning  Memorandum  on  the  Nature  of  the  Tobacco  Business  and  the  Crucial 
Role  of  Nicotine  Therein  (Feb.  2, 1973),  at  3  (emphasis  added).  See  AR  (VoL  531  Ref.  125). 

Dunn  WL,  Fiiilip  Morris  Research  Clenter,  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  3-4 
(emphasis  added).  See  AR  (VoL  34  Ref.  582). 

Robinson  JH,  Pritchard  WS,  The  role  of  nicotine  in  tobacco  use,  Psychopharmacology  1992;  108:  397- 
407  (emphasis  added).  See  AR  (Vol.  104  Ref.  945). 
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Literally  dozens  of  such  statements — made  over  decades  by  tobacco  researchers 
and  executives  from  virtually  every  major  company— expose  the  industry’s  knowledge 
that  consumers  use  tobacco  products  primarily  for  phannacological  effects.  TTiese 
statements  are  analyzed  in  dept^in  section  n.C.2.,  below.  By  contrast,  over  this  long 
period,  there  are  virtually  no  tobacco  company  studies  supporting  the  importance  of  the 
purported  “sensory  effects”  of  nicotine. 

Second,  the  industry  offers  no  persuasive  data  that  nicotine  contributes 
significantly  to  desirable  flavor.  FDA  has  reviewed  all  seven  studies  cited  by  the  tobacco 
industry  to  demonstrate  a  significant  “sensory”  role  for  nicotine  and  finds  them 
unpersuasive. 

The  industry  cites  a  single  abstract,  based  on  research  partially  funded  by  RJR,  to 
justify  the  claim  that  nicotine  provides  “trigeminal  (‘throat  grab’)  stimulation  that  is 
enjoyed  by  smokers.”  The  abstract  describes  a  single  study  of  trigeminal  nerve 
manipulation  in  rats.^"*^  It  is  impossible  to  conclude  from  this  study  that  nicotine 
stimulates  the  human  trigeminal  nerve  in  any  manner  significant  to  smokers.^^ 

The  industry  cites  a  single  paper  to  show  that  nicotine  provides  aroma  “that  is 
enjoyed  by  smokers.”  This  research  is  based  on  recordings  of  the  olfactory  nerve  in  frogs. 


Silva:  WL,  WalkCT  DB,  Nasal  trigeminal  chemoreception:  response  to  nicotine,  presented  at  the 
Ninth  Annual  Meeting  of  the  Assodation  for  Chemoreceptor  Sciences,  Sarasota  FL  (1987).  See  AR 
(VoL  535  Ref.  96,  vol.  in.M). 

The  industry’s  “trigeminal  nerve”  theory  seems  to  be  based  in  part  on  an  anatomic  misunderstanding. 
The  industry  proposes  that  the  sensation  of  “throat  grab”  is  caused  by  nicotine  stimulatitHi  “in  the  back  of 
the  throat  (where  trigeminal  nerve  endings  are  located).”  In  fact,  sensation  to  the  back  of  the  throat 
(pharynx)  in  humans  is  provided  by  the  glossopharyngeal  nerve,  not  by  the  trigeminal  nerve.  See 
Williams  PL,  Warwick  R,  eds.,  Gray’s  Anatomy.  37th  ed.  (I%iladelphia:  WB  Saunders,  1989),  at  1 1 12. 
Se€AR(VoL711Ref.  8). 
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It  is  impossible  to  conclude  from  this  study  that  nicotine  creates  an  aroma  of  any 

significance  to  smokers.^^*  Indeed,  another  study  also  cited  by  the  industry  concluded  that 

% 

reducing  the  olfactory  stimulus  of  cigarettes  had  a  minor  effea  on  smoking  behavior.^^^ 
RJR  cites  one  article  from  1952  and  three  recent  studies  to  support  the  contention 
that  the  sensory  aspects  of  nicotine  consumption  are  more  important  to  users  than  its 
pharmacologicalreffects. 

In  a  1952  article  cited  by  RJR  for  the  proposition  that  nicotine  plays  an  important 
role  in  the  taste  and  flavor  of  cigarette  smoke,  there  are  no  data  on  this  subject.  The 
relevant  statements  are  merely  the  authors’  speculations.  In  fact,  the  authors  speculated 
about  the  flavors  of  various  types  of  tobacco  leaves,  not  about  the  specific  flavor  of 
nicotine.  Nor  did  the  authors  distinguish  between  flavor  and  pharmacological  effects  of 
nicotine;  to  the  contrary,  a  portion  of  the  article  omitted  by  the  comment  states  that  “the 
smoker’s  desires  are  not  satiated  by”  a  low-nicotine  leaf.  This  observation  is  consistent 
with  the  conclusion  that  consumers  value  nicotine  for  its  pharmacological  effects. 

A  more  recent  study  cited  by  RJR  attempted  to  quantify  the  sensory  responses  to 
cigarettes  containing  varying  levels  of  nicotine.^^  TTiis  study  did  not  even  consider 

Hiurauf  N,  Renner  B,  Kobal  G,  Responses  recorded  from  die  frog  olfactory  epithelium  after 
stimulation  with  r(+)  -  and  S(-)  -  nicotine,  Chemical  Senses  1995;20(3):337-344,  at  342.  See  AR  (Vol. 
535  Ref.  96,  vol.  III.M). 

Baldinger  B,  Hasenfratz  M,  Battig  K,  Switching  to  ultralow  nicotine  cigarettes:  effects  of  differmit  tar 
yields  and  blocking  of  olfactory  cues.  Pharmacology,  Biochemistry  and  Behavior  1995;50(2):233-239,  at 
238.  See  AR  (Vol.  535  Ref.  96,  vol.  in.A). 

Darkis  FR,  Baisden  LA,  Gross  PM,  Wolf  FA,  Flue-cured  tobacco:  chemical  composition  of  rib  and 
blade  tissue.  Industrial  and  Engineering  Chemistry  1952;44(2):297-301,  at  300-301.  See  AR  (VoL  519 
Ref.  103,  vol.  U). 

Gordin  HH,  Perfetti  TA,  Mangan  PP,  A  quantification  of  sensory  responses  related  to  dynamic 
cigarette  performance  variables,  Tobacco  Science  1987;31:23-27.  See  AR  (VoL  519  Ref  103,  vol  II). 
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whether  any  sensory  responses  to  nicotine  are  important  to  smokers.  The  authors  did  not 
mention  the  number  of  subjects  in  the  study.  Nor  did  they  account  for  the  fact  that 
cigarettes  with  varying  nicotine  levels  also  were  different  in  many  other  ways;  for  example, 
they  had  different  tip  drafts,  tipping  porosities,  plug  wraps,  and  air  dilution.  Much  of  the 
data  were  not  published  with  the  study.  FDA  notes  that  this  study — despite  serious 
flaws — still  found  that  tobacco  taste  was  not  associated  with  nicotine  content. 

A  second  recent  study  cited  by  RJR  attempted  to  determine  the  smallest  amount  of 
nicotine  change  detectable  to  the  user.’^^  It  did  not  address  whether  any  nicotine  change 
produces  any  important  sensory  effects.  The  authors  concluded  only  that  there  is  a 
detectable  “perceptual  response”  to  nicotine,  which  could  be  described  as  either  throat 
harshness  or  “strength.”  The  study  did  not  distinguish  between  sensory  and  central 
pharmacological  effects  of  nicotine. 

The  third  recent  study  is  an  RJR  presentation  at  a  conference  held  in  1994,  after 
FDA’s  investigation  into  nicotine  was  under  way.^^  The  presentation  purported  to  show 
that  nicotine’s  sensory  effects  are  important  in  a  consumer’s  acceptance  of  tobacco 
products,  but  the  study  failed  to  support  this  claim.  Indeed,  a  principal  author  of  the  study 
conceded  to  FDA  in  1994  that  “we  were  not  able  to  separate  out  the  importance  of  the 


Gordin  HH,  Pafetti  TA,  Hawley  RW,  Nicotine  just  noticeable  difference  study  of  fiill  flavor  low  “tar” 
and  ultra  low  “tar”  non-menthol  85nim  products.  Tobacco  Science  1988;32:62-65.  See  AR  (VoL  519 
Ref.  103,  vol.  II). 

Pritchard  WS,  Robinson  JH,  The  Sensory  Role  of  Nicotine  in  Cigarette  “Taste, "  Smoking  Satisfaction 
and  Desire  to  Smoke,  presorted  at  the  International  Symposium  on  Nicotine:  The  Effects  of  Nicotine  on 
Biological  Systems  II,  Montreal  (Jul.  21-24, 1994).  See  AR  (Vol.  519  Ref.  103,  voL  11). 
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sensory  aspects  versus  the  pharmacological.”^^^  FDA  notes  that  this  study,  despite  serious 
flaws,  stiU  found  that  nicotine  levels  had  no  effect  on  smooth  taste,  harsh  taste,  or 
aftertaste  of  cigarettes. 

Thus,  the  industry  has  presented  no  data  that  show  that  nicotine’s  flavor  or  sensory 
effects  are  important  to  consumer  acceptance.  Even  if  the  industry  had  produced  evidence 
to  support  its  position,  however,  nicotine’s  pharmacological  effects  would  still  explain 
virtually  all  consumer  use.  As  described  in  section  n.B.3.,  below,  the  sensory  aspects  of 
tobacco  consumption  are  important  to  consumers  only  in  how  they  are  linked  to  the 
pharmacological  effects  of  nicotine. 

Compared  with  the  hundreds  of  studies  conducted  around  the  world  demonstrating 
the  pharmacological  significance  of  nicotine  to  tobacco  consumers — a  conclusion  that 
reflects  universal  scientific  agreement — the  evidence  to  support  the  assertion  that 
nicotine’s  sensory  role  is  important  to  consumers  is  unconvincing.  Thus,  the  industry  has 
provided  no  basis  to  conclude  that  nicotine’s  role  in  tobacco  use  is  to  provide  taste,  flavor, 
or  any  other  nonpharmacological  sensation. 

3.  Other  Factors  Associated  with  Tobacco  Use  Are  Secondary  to 
Pharmacological  Effects 

FDA  has  established  above  that  consumers  use  tobacco  products  for  the 
pharmacological  effects  of  nicotine.  The  tobacco  industry  argues  that  consumers  use 
tobacco  for  a  variety  of  nonpharmacological  purposes,  including  for  taste,  out  of  habit  and 
ritual,  and  for  social  reasons.  The  Agency  recognizes  that  there  are  many  effects  of 

Robinson  J,  Transcript  to  the  FDA  Drug  Abuse  Advisory  Committee,  Meeting  27,  “Issues  Concerning 
Nicotine-Containing  Cigarettes  and  Other  Tobacco  Products”  (Aug.  2, 1994),  at  228.  Sef  AR  (VoL  255 
Ref.  3445). 
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tobacco  use  perceived  by  some  consumers  as  nonpharmacological  in  nature.  In  surveys, 
for  example,  some  tobacco  users  say  they  like  the  taste  of  the  product;  others  report 
enjoying  the  ritual  involved  in  its  consumption.  The  evidence  before  the  Agency 
demonstrates,  however,  that  the  nonpharmacological  faaors  associated  with  tobacco 
consumption  are  secondary  to  the  pharmacological  reasons  for  consumer  use  of  tobacco. 
Indeed,  FDA  concludes  that  consumers  use  tobacco  products  “nearly  exclusively”  for  the 
pharmacological  effects  of  nicotine.^ 

This  conclusion  is  supported  by  comments  from  the  Coalition  on  Smoking  OR 

Health,  representing  the  American  Heart  Association,  American  Lung  Association,  and 

American  Cancer  Society.  The  Coalition  explains: 

The  physicians  and  health  professionals  who  comprise  our 
organizations  provide  the  health  care  for  virtually  all  tobacco  users 
in  the  United  States.  Based  upon  our  long  term  experience  as  well 
as  our  review  of  the  scientific  literature,  it  is  our  conclusion  that  the 
vast  majority  of  people  who  use  nicotine  coraaining  cigarettes  and 
smokeless  tobacco  products  do  so  to  satisfy  their  craving  for  the 
pharmacological  effects  of  nicotine;  that  is,  to  satisfy  their  drug 
dependence  or  addiction.  While  the  published  scientific  literature  , 
on  the  point  is  conclusive  in  our  scientific  opinion,  there  may  be  no 
better  evidence  of  the  reason  people  use  these  products  than  the 
accumulative,  daily  experience  of  the  health  care  professionals  who 
are  our  members.^^ 

One  basis  for  FDA’s  finding  of  nearly  exclusive  tobacco  use  for  nicotine’s 
pharmacological  effects  is  that  tobacco  products  do  not  exist  commercially  without 
nicotine.  If  taste,  for  example,  were  an  independent  reason  for  use  of  tobacco  products— 
as  claimed  by  the  industry — one  would  expect  to  find  that  very-low-nicotine  products  that 


Coalition  on  Smoking  or  Health,  Comment  (Jan.  2, 19%),  at  6  (emphasis  added).  See  AR  (VoL  533 
Ref.  102). 
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preserve  tobacco  taste  would  be  popular  on  the  market.  But  there  are  no  such  products. 

The  tobacco  industry  itself  knows  that  a  tobacco  product  without  nicotine  is  not 
acceptable  to  consumers.  For  example,  an  attorney  representing  RJR  stated  that  the 
company  would  never  eliminate  nicotine  from  its  cigarette  alternative,  because  “without 
nicotine,  you  don’t  have  a  cigarette.”^^’  A  former  Philip  Morris  researcher  similarly  stated 
that  it  was  well-known  within  Philip  Morris  that  nicotine  delivery  was  more  important 
than  flavor  in  consumer  acceptance  of  cigarettes.  According  to  this  researcher,  it  was 
believed  within  the  company  that  while  consumers  might  accept  a  cigarette  that  had 
adequate  nicotine  but  marginal  flavor,  they  were  unlikely  to  accept  a  cigarette  with 
relatively  good  flavor  but  “not  enough”  nicotine.^^ 

A  second  basis  for  FDA’ s  finding  is  that  the  details  of  tobacco  use  can  be 
distinguished  from  the  basic  motivation  for  tobacco  use.  For  example,  researchers  have 
demonstrated  that  consumers  will  pick  a  favorite  cigarette  brand  among  several  that 
deliver  adequate  nicotine.^^*  Habits  may  also  explain  specific  patterns  of  cigarette 
consumption.  For  example,  a  smoker  may  enjoy  smoking  during  his  afternoon  work 
break;  another  may  like  to  smoke  in  the  company  of  a  particular  friend.  These  factors 
commonly  determine  the  details  of  use  of  many  addictive  substances,  including  opioids 


Memorandum  of  meeting  between  Hutt  PB,  represoiting  RJR  Nabisco  Inc.,  and  HDA  representatives 
(OcL  23,  1987).  See  AR  (VoL  34  Ref.  558). 

Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  11-14.  Comments  concerning  this  declaration  are 
addr^ed  in  section  II.C.6.,  below.  See  AR  (VoL  638  Ref.  1). 

Boren  JJ,  Stitzer  ML,  Henningfield  JE,  Preference  among  research  cigarettes  with  varying  nicotine 
yields,  Pharmacology,  Biochemistry  and  Behavior  1990;36(1):  191-193.  AR(VoL  535  Ref.  %, 
vol.  III.A). 
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and  alcohol.^^^  But  they  are  separate  from  the  underlying  reason  for  such  use,  the 
pharmacological  effects  of  the  drugs. 

Third,  FDA  agrees  with  experts  in  the  field  of  addiction  medicine  that 
nonpharmacological  factors  associated  with  tobacco  use  are  important  to  consumers  only 
because  they  have  become  inextricably  linked  to  nicotine’s  pharmacological  effects. 

Extensive  research  in  the  field  of  behavioral  psychology  has  demonstrated  how  animals 
and  people  come  to  associate  environmental  stimuli  (taste,  rituals,  etc.)  with  the 
pharmacological  effects  of  addictive  drugs.  In  the  extreme  form,  providing  the  stimulus 
alone  leads  to  the  user  experiencing  the  pharmacological  effect  of  the  drug.  TTiis  is  called 
a  “conditioned  response.”  Thus,  a  heroin  user  who  says  he  likes  the  feel  of  the  needle  in 
his  arm  has  linked  the  sensation  with  the  pharmacological  “high”  that  inevitably  follows. 

This  heroin  addict  may  even  report  a  “high”  after  the  injection  of  saline.^“  But  he  or  she 
still  injects  “nearly  exclusively”,  for  the  pharmacological  effects  of  heroin. 

Similarly,  evidence  in  animals  and  humans  demonstrates  that  nonpharmacological 
factors  such  as  taste  and  habit  are  important  to  tobacco  consumers  only  because  they  have 
become  inextricably  linked  to  the  effects  of  the  addictive  drug.  As  one  prominent 
addiction  specialist  noted,  “Animal  experiments  support  the  view  that  the  sensory  and 


Surgeon  General's  Report,  1988,  at  15.  See  AR  (VoL  129  Ref.  1592). 

O’Brien  CP,  Testa  T,  Temes  J,  Greenstein  R,  Conditioning  Effects  of  Narcotics  in  Humans,  in 
Behavioral  Tolerance:  Research  and  Treatment  Implications,  NIDA  Research  Monograph  18 
(Washington  DC:  Government  Printing  Office  No.  017-024-00899-8,  Jan,  1978),  at  67-71.  See  AR 
(VoL  535  Ref.  96,  vol.  III.L). 
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olfactory  stimuli  associated  with  tobacco- using  behavior  function  as  conditioned  stimuli 

due  to  their  previous  association  with  nicotine.”^^ 

Clinicians  who  treat  patients  dependent  upon  tobacco  products  have  reached  the 

same  conclusion.^*^^  For  example,  some  smokers  identify  the  sensation  of  “tracheal 

scratch”  associated  with  inhalation  as  pleasurable.  But,  as  the  American  Society  of 

Addiaion  Medicine  (AS  AM)  comments: 

The  tracheal  ‘scratch’  which  arises  from  the  inhalation  of  cigarette  smoke  is 
a  sensation  which  has  become  paired  with  the  absorption  of  nicotine  into  the 
bloodstream  and  the  consequent  effects  of  nicotine  on  the  brain.  People  do 
not  smoke  for  the  ‘scratch':  they  smoke  for  the  nicotine.  The  “scratch”  tells 
the  smoker  that  nicotine  is  on  its  way  to  the  brain  and  provides  some 
indication  of  the  relative  dose  which  will  shortly  be  coming.^^ 

Other  evidence  of  “conditioned  responses”  comes  from  studies  of  the  early  stages  of 

tobacco  withdrawal,  when  providing  the  environmental  stimuli  of  smoking  without 

nicotine  (i.e.,  very-low-nicotine  cigarettes)  alleviates  some  of  the  abstinent  smokers’ 

discomfort.^^^  This  is  analogous  to  heroin  users  feeling  a  psychological  benefit  froih 

injecting  saline  when  heroin  is  not  available.^^  In  both  cases,  the  benefits  of  the 


Jaffe  JH,  Tobacco  smoking  and  nicotine  dependence,  in  Nicotine  Psychopharmacology  (Oxfor± 
Oxford  University  Press,  1990),  1-29,  at  14.  See  AR  (VoL  535  Ref.  96,  vol.  in.G). 

Benowitz  NL,  Cigarette  smoking  and  nicotine  addiction.  Medical  Clinics  of  North  America 
1992;76(2):415-437.  See  AR  (VoL  535  Ref.  96,  vol.  ra.A). 

American  Society  of  Addiction  Medicine,  Comment  (Dec.  29, 1995),  at  5  (emphasis  added).  See  AR 
(Vol.  528  Ref.  97). 

Butschky  MF,  Bailey  D,  Henningfield  JE,  Pickworth  WB,  Smoking  without  nicotine  delivery  decreases 
.withdrawal  in  12-hour  abstinent  smok^  Pharmacology,  Biochemistry  and  Behavior  1995;5(Xl):91-96. 
See  AR  (Vol.  442  Ref.  7484). 

O’Brien  CP,  Testa  T,  Temes  J,  Greenstein  R,  Conditioning  Effects  of  Narcotics  in  Humans,  in 
Behavioral  Tolerance:  Research  and  Treatment  Implications.  NIDA  Research  Monograph  18 
(Washington  DC:  Government  Printing  Office  No.  017-024-(X)899-8,  Jan.  1978),  at  67-71.  See  AR 
(Vol.  535  Ref.  %,  vol.  III.L). 
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nonpharmacological  stimuli  rapidly  decrease  as  the  stimuli  are  no  longer  associated  with 
the  drug’s  effects.^^ 

AS  AM  concluded:  “People  who  use  tobacco  products  build  up  rituals  around 
nicotine  ingestion  and  experience  sensations  in  the  process  of  using  tobacco  that  become 
valuable  to  them.  However,  these  rituals  would  not  exist,  and  the  sensations  would  be  of 
no  value,  but  for  the  associated  delivery  of  nicotine  to  the  brain^^^^  Thus,  when 
someone  says  he  or  she  smokes  for  the  “taxte”  or  “feel”  or  “ritual”  of  cigarette 
consumption,  these  “reasons  for  use”  are  inextricably  tied  to  the  pharmacological  effects 
of  nicotine.^^* 

Accordingly,  FDA  concludes  that  consumers  use  tobacco  products 
“predominantly”  and  “nearly  exclusively”  for  one  or  more  pf  the  pharmacological  effects 
of  nicotine. 

4.  Responses  to  Additional  Comments 

a.  General  Comments  on  Consumer  Use 

1 .  The  American  Society  of  Addiction  Medicine  (AS  AM)  argues  that  the 
common  practice  of  inhaling  cigarette  smoke  demonstrates  that  consumers  use  cigarettes 
for  the  pharmacological  effects  of  nicotine.  According  to  ASAM,  because  of  the  relatively 


Butschky  MF,  Bailey  D,  H^mingfield  JE,  Pickworth  WB,  Smoking  without  nicotine  delivay  decreases 
withdrawal  in  12-hour  abstinent  smokers,  Pharmacology,  Biochemistry  and  Behavior  1995;50(l)t91-96. 
See  AR  (VoL  442  Ref.  7484). 

American  Society  of  Addiction  Medicine,  Comment  G!)ec.  29, 1995),  at  14  (emphasis  added).  See  AR 
(Vol.  528  Ref.  97). 

Surgeon  General's  Report,  1988,  at  58-59.  See  AR  (VoL  129  Ref.  1592). 
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low  pH  of  cigarette  smoke,  nicotine  absorption  occurs  to  a  significant  extent  only  in  the 
lungs.  Conversely,  AS  AM  notes  that  no  important  sensory  effects  are  known  to  result 
from  cigarette  smoke  in  the  lungs.  Thus,  AS  AM  concludes  that  “inhalation  is  the  key  to 
nicotine  absorption  from  cigarettes,  and  there  is  no  reason  other  than  nicotine  absorption 
for  the  consumer  to  inhale  the  smoke.”^’^ 

AS  AM  further  notes  that  tobacco  advertisements  historically  encouraged 
consumers  to  inhale  cigarette  smoke;  according  to  AS  AM,  such  evidence  demonstrates 
industry  intent  to  ensure  adequate  nicotine  delivery  to  smokers  and  thereby  achieve 
substantial  pharmacological  effects. 

FDA  agrees  that  inhalation  demonstrates  that  consumers  use  cigarettes  for  , 
substantial  pharmacological  effects.  According  to  Gray's  Anatomy,  there  are  no  taste  or 
smell  receptors  below  the  level  of  the  larynx.^^^  No  evidence  suggests  that  smokers  enjoy 
any  physical  sensations  associated  with  smoke  in  their  lungs  other  than  by  association  with 
the  pharmacological  effects  of  nicotine.  Yet  smokers  learn  to  inhale — despite  such 
unpleasant  reactions  as  coughing — when  the  only  reason  to  do  so  is  nicotine  absorption. 

Indeed,  the  industry  itself  has  recognized  that  nicotine  absorption  is  the  reason 
people  inhale  smoke.  In  1982,  a  leading  industry  researcher  wrote  that  “[i]t  is  well  known 
that  nicotine  can  be  removed  from  smoke  by  the  lung  and  transmitted  to  the  brain  within 
seconds  of  smoke  inhalation.  Since  it  is  the  major  or  sole  pharmacologically  active  agent 


American  Society  of  Addiction  Medidne,  Comment  (Dec.  29, 1995),  at  5.  See  AR  (VoL  528  Ref.  97). 

Williams  PL,  Warwick  R,  eds.,  Gray’s  Anatomy,  31ih  ed.  (Philadelphia:  WB  Saunders,  1989),  at 
1 169-1180.  See  AR  (Vol.  71 1  Ref.  8). 
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in  smoke,  il  must  be  presumed  that  this  is  its  preferred  method  of  absorption  and  thus  why 
people  inhale  smoke 

2.  The  smokeless  tobacco  industry  argues  that  FDA  fails  to  distinguish  among 
different  smokeless  tobacco  products.  The  comment  contends  that  FDA  h^  based  its 
conclusions  entirely  on  evidence  about  moist  snuff  and  that  this  evidence  is  inapplicable  to 
chewing  tobacco. 

FDA  disagrees  that  it  lias  ignored  the  distinction  between  moist  snuff  and  chewing 
tobacco  or  that  its  evidence  applies  only  to  moist  snuff.  As  described  in  the  Jurisdictional 
Analysis,  Benowitz  and  colleagues  found  that  the  rate  and  amount  of  nicotine  absorption 
was  similar  for  oral  snuff  and  chewing  tobacco  in  ten  healthy  volunteers.^’^  See 
Jurisdictional  Analysis,  60  FR  41572.  The  total  amount  of  nicotine  absorbed  from  snuff 
and  chewing  tobacco  was  estimated  to  be  3.6  mg  and  4.5  mg,  respectively.^^®  This  study 
confirms  that  as  much  or  more  nicotine  is  absorbed  from  each  of  these  products  as  from 
cigarettes. 

Additionally,  in  a  study  submitted  by  the  industry,  Walsh  and  colleagues  reported 
on  the  use  of  smokeless  tobacco  in  1,300  U.S.  college  athletes.^^  Of  those  surveyed  who 

Letter  from  Ayres  Cl  (B ATCO)  to  KohnhcHst  EE  (Brown  &  Williamson),  transmitting  partial 
summary  of  issues  presented  at  Montebello  Researdi  C^mference  in  1982,  at  BW-W2-03949  (en^hasis 
added).  5etfAR(VoL  34  Ref.  584-1). 

Benowitz  NL,  Pordiet  H,  Sheiner  L,  et  al..  Nicotine  absorption  and  cardiovascular  effects  with 
smt^less  tobacco  use:  comparistm  with  dgarettes  and  nicotine  gum.  Clinical  Pharmacology  and 
77i«rapeuftc5l988;44:23-28.  5«eAR(VoL  12Ref.  134-1).  ,  • 

Walsh  MM,  Hilton  JF,  Emster  VL,  Masouredis  CM,  Grady  DG,  Prevaloice,  patterns,  and  cmielates  of 
spit  tobacco  use  in  a  college  athlete  population.  Addictive  Behavior  1994;19:41 1-427.  See  AR  (VoL  526 
Ref.  95,  appendix  vni). 
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used  smokeless  tobacco,  39%  reported  using  snuff  only,  41%  reported  using  both  snuff 
and  chewing  tobacco,  and  16%  reported  using  chewing  tobacco  only.  (Four  percent  failed 
to  indicate  the  type  of  smokeless  tobacco  used.)  Athletes  who  used  both  snuff  and 
chewing  tobacco  generally  reported  patterns  of  use  that  were  similar  to  those  of  athletes 
who  used  snuff  only.  This  study  supports  similar  patterns  of  use  in  both  snuff  and 
chewing  tobacco  users  and  demonstrates  use  of  either  moist  snuff  or  chewing  tobacco  for 
similar  pharmacological  effects,  such  as  relieving  stress,  satisfying  strong  cravings,  and 
relieving  the  discomfort  of  withdrawal. 

Thus  the  use,  effects,  and  nicotine  absorption  from  chewing  tobacco  compare  with 
moist  snuff  and  cigarettes.  See  also  section  II.D.,  below. 

b.  Comments  on  Tobacco  Use  To  Satisfy  Addiction 
1 .  The  tobacco  industry  argues  that  FDA’s  claim  in  the  Jurisdictional  Analysis 
that  75%  to  90%  of  smokers  consume  cigarettes  to  satisfy  addiction  is  factually 
unsupported.  The  industry  contends  that  FDA  selectively  extracted  pieces  of  data  from  • 
various  studies  to  support  this  rate  of  nicotine  dependence  and  that  the  studies  FDA  relied 
upon  were  conducted  in  sample  populations  of  patients  of  substance  abuse  clinics  who 
would  have  higher  “scales  of  dependence”  than  the  general  population. 

FDA  disagrees.  The  Agency  did  not  selectively  choose  studies  or  selectively 
extract  data  from  the  studies  on  which  it  relied  to  support  the  reported  rates  of  nicotine 
dependence.  Rather,  FDA  chose  from  the  published  literature  those  studies  that  met  the 
following  criteria:  the  study  used  a  definition  of  addiction  established  internationally  by 
major  public  health  organizations,  the  study  was  capable  of  estimating  the  prevalence  of 
nicotine  addiction  in  a  well-defined  population,  and  the  study  used  appropriate  research 
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methods,  such  as  random  sampling  of  a  well-defined  population,  to  estimate  the 
prevalence  of  nicotine  addiction.  No  study  relied  on  surveying  smokers  at  tobacco 
cessation  clinics. 

The  four  studies  identified  by  FDA  as  satisfying  the  stated  selection  criteria  for 
determining  the  population  prevalence  of  nicotine  addiction  utilize  two  data  sets  and 
smoking  populations.  These  sample  populations  represent  a  generalizable  spectrum  of 
smokers. 

One  of  these  populations  (utilized  in  a  study  by  Hughes  et  included 
otherwise  healthy,  non-drug-abusing  patients  representative  of  a  well-defined  population. 

This  was  not  a  selectively  extracted  population,  nor  did  it  have  an  elevated  prevalence  of 
nicotine  addiction,  as  argued  by  the  tobacco  industry.  It  consisted  of  over  1,(X)0  middle- 
aged  smokers  randomly  sampled  fiom  a  well-defined  population  of  male  heads  of 
households,  who  were  otherwise  representative  of  men  of  that  age.  The  men  entered  the 
,  study  by  identifying  themselves  as  smokers.  These  men,  on  average  about  51.1  years  of 
age,  were  estimated  to  have  a  lifetime  prevalence  of  nicotine  addiction  of  90%.  The 
authors  report  that  smoking  habits  of  the  men  in  this  study  were  similar  to  those  reported 
in  previous  studies  of  middle-aged  men. 

The  tobacco  industry  contests  these  data  on  the  grounds  that  (1)  the  subjects  are 
representative  of  the  heaviest  22%  of  U.S.  smokers;  and  (2)  the  authors  at  the  time  argued 
that  the  DSM  criteria  for  nicotine  addiction  were  too  expansive-  The  industry’s  first  point 
is  based  on  a  statistical  misinterpretation.  The  industry  argues  that  since  the  average 

Hughes  JR,  Gust  SW,  Pechacek  TF,  Prevalaice  of  tobacco  depeodence  and  withdrawal,  American 
Journal  of  Psychiatry  1987;144(2):205-208.  See  AR  (Vol  81  Ref.  292). 
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cigarette  consumption  in  the  study  was  28  cigarettes  per  day,  and  because  22%  of 

smokers  in  1991  consumed  over  25  cigarettes  per  day,  then  the  study  applies  to  “at  most, 

22  percent  of  smokers.”  But  this  reasoning  confuses  average  and  median  consumption. 

The  heaviest  22%  of  smokers,  on  average,  consume  far  more  than  25  or  28  cigarettes  per 

\ 

day.  For  example,  in  1985,  almost  half  of  the  smokers  in  the  group  who  smoked  more 
than  21  cigarettes  per  day  reported  smoking  40  or  more  cigarettes  a  day.^^^  Thus,  the 
average  number  of  cigarettes  smoked  by  heavy  smokers  is  well  above  28  per  day. 

Accordingly,  the  smokers  represented  in  the  Hughes  study  smoke  less,  on  average,  than 
“the  heaviest”  smokers  identified  by  the  comment. 

The  industry’s  second  argument  concerning  the  authors’  view  of  the  DSM  criteria 
is  irrelevant  Although  the  researchers  were  initially  surprised  at  the  high  rates  of 
dependence  revealed  in  this  study,  the  DSM  criteria  have  retained  credibility  and  are 
widely  accepted  by  clinicians  for  diagnosing  substance  dependence. 

The  second  sample  of  data  (utilized  in  studies  by  Woody  et  a/..  Cottier,  and  Hale 
et  al.f^  is  derived  from  a  population  studied  during  the  Substance  Abuse  Disorders  Field 
Trials  for  DSM-FV.  This  sample  population  came  from  five  sites  around  the  United  States 

Department  of  Health  and  Human  Services,  Public  Health  Service,  Naticmal  Cento:  fw  Chronic 
Disease  Prevention  and  Health  Promotion,  Office  on  Smoking  and  Health,  Reducing  the  Health 
Consequences  of  Smoking — 25  Years  of  Progress,  a  Report  of  the  Surgeon  General  (Atlanta:  1989),  at 
295.  See  AR  (Vol.  130  Ref.  1593). 

Woody  GE,  Cottier  LB,  Cacciola  J,  Sevrarity  of  depoidence:  data  from  the  DSM-IV  field  trials. 

Addiction  1993;88:1573-1579.  See  AR  (VoL  13  Ref.  150). 

CottlCT  L,  (!^mparing  DSM-III-R  and  ICD-10  substance  use  disorders.  Addiction  1993;88:689-696.  See 
AR(Vol.  13  Ref.  149). 

Hale  KL,  Hughes  JR,  Oliveto  AH,  Helzar  IE,  Higgins  ST,  Bickel  WK,  Cottier  LB,  Nicotine  dependence  in 
a  population-based  sample,  in  Problems  of  Drug  Dependence,  1992,  NIDA  Research  MonografA  132, 

(Washington  DC:  Government  Printing  Office,  1993).  See  AR  (VoL  39  Ref.  60). 
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and  ranged  in  age  from  18  to  44  years.  Some  of  the  subjects  were  from  the  general 
population,  and  others  were  selected,  by  a  random  digit  dialing  method,  from  subjects 
treated  for  substance  abuse.  Three  separate  analyses,  using  different  assumptions  and 
methods,  were  performed  on  these  data,  and  the  estimates  of  nicotine  dependence 

f 

reported  in  three  published  articles  ranged  from  77%  to  92%.  There  is  no  evidence  that 
these  rates  of  nicotine  dependence  in  these  sample  populations  are  greater  than  those  for  a 
nonpredisposed  population  that  smoked  for  the  same  period.  Indeed,  the  population  of 
non-drug-abusing  middle-aged  men  studied  by  Hughes  et  al  had  a  rate  of  nicotine 
dependence  that  was  consistent  with,  and  even  higher  than,  the  rates  found  in  the  Woody 
et  al..  Cottier,  and  Hale  et  al.  studies. 

One  study  of  nicotine  addiction  rates  cannot  be  used  to  establish  the  prevalence  of 
nicotine  addiction  because  the  population  examined  was  not  representative  of  the 
spectrum  of  smokers.  The  sample  population  in  this  study  by  Breslau  et  al.  consisted  of 
394  snK)kers  21  to  30  years  of  age  who  were  randomly  selected  from  a  well-defined 
population  in  a  health  maintenance  organization  (HMO).^*‘  The  median  age  was  26  years, 
and  51%  of  the  smokers  were  addicted  to  nicotine.  These  studies  reflect  that  rates  of 
dependence  on  nicotine  increase  substantially  with  duration  of  exposure  and  with  the 
smoker’s  age:  Although  51%  of  these  young  smokers  were  dependent  on  nicotine,  fully 
90%  of  the  middle-aged  smokers  in  the  study  by  Hughes  et  al.  were  dependent  on 
nicotine.  Moreover,  Breslau  et  al.  acknowledge  that  the  rate  of  dependence  found  in  this 
sample  of  young  smokers  may  not  be  representative  of  the  rate  among  all  smokers. 

Breslau  N,  Kilbey  MM,  Andieski  MA,  Nicotine  depradence,  major  depression,  and  anxiety  in  young 
Archives  of  General  Psychiatry  1991;4S:1069-1014.  See  AR  (VoL  37  Ref.  17). 
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In  conclusion,  the  studies  relied  on  by  FDA  were  not  chosen  in  a  preferentially- 
selected  manner,  but  on  the  basis  of  study  design  and  methodological  considerations.  The 
data  sets  reflea  populations  that  can  be  considered  representative  of  aoss  sections  of  the 
U.S.  smoking  population.  There  is  no  evidence  to  suggest  that  these  studies  are  not 
generalizable  to  the  population  of  smokers.  FDA  believes  that  these  studies  support  the 
claim  that  75%  to  90%  of  smokers  consume  cigarettes  to  satisfy  nicotine  addiction. 
Comments  of  the  American  Psychiatric  Association  agree  with  this  assessment,  stating 
that  “DSM  based  studies . . .  found  that  80%-90%  of  adult  smokers  are  nicotine 
dependent.”^*^ 

2.  The  tobacco  industry  argues  that  dependence  can  never  be  measured  in  a 
large  population.  This  contention  is  disproved  by  the  successful  population-based  studies 
just  described.  The  industry’s  comments  were  premised  on  selective  quotations  from 
researchers,  none  of  whom  were  actually  agreeing  with  the  assertion  that  all  such  studies 
are  impossible  or  invalid. 

3.  The  tobacco  industry  criticizes  the  data  collection  methods  in  the 
population  studies  FDA  relied  upon  to  support  tobacco  dependence  rates.  The  industry 
argues  that  self-reporting  results  in  inaccurate  conclusions  and  cites  an  article  by 
Kozlowski  et  al.  to  support  this  contention.^*^ 

FDA  disagrees.  This  method  of  data  collection  is  a  scientifically  recognized  and 
accepted  mode  of  inquiry  for  prevalence  studies  and  is  relied  upon  to  determine  the 

American  Psychiatric  Association,  Comment  (Jan,  2, 1996),  at  2.  See  AR  (Vol.  700  Ref.  1020). 

Kozlowski  LT,  Herman  CP,  Frecker  RC,  What  researchers  make  of  what  cigarette  smokers  say: 
filtering  smokers’  hot  air.  Lancet  1980;  1(8 170): 699-700.  See  AR  (Vol.  535  Ref.  96,  vol.  111.1). 
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population  prevalence  of  other  disorders,  including  alcohol  dependence,  cocaine 
dependence,  and  depression.^  Some  of  these  are  disorders  for  which,  compared  to 
tobacco  use,  interview  methods  would  be  less  likely  to  reveal  accurate  results  because  of 
the  criminal  consequences  associated  with  illicit  drug  use.  Moreover,  agencies  that  have 
expertise  in  tracking  the  prevalence  of  disease  in  this  country,  such  as  the  Centers  for 
Disease  Control  and  Prevention,  rely  on  such  studies.^^  The  tobacco  industry  itself  cites 
multiple  surveys  based  on  self-reporting  in  its  comments. 

The  industry  also  mischaracterizes  the  article  by  Kozlowski  et  al.  The  article  does 
not  support  the  industry’s  argument  that  all  self-reported  data  in  population  studies  are 
inaccurate.  In  the  article,  the  authors  suggest  that  self-reports  of  abstinence  among  people 
quitting  smoking  may  be  inflated.  The  authors  do  not  suggest  that  any  other  information 
obtained  by  self-reporting  is  unreliable,  nor  do  they  give  any  reason  to  extrapolate  their 
observations  to  reporting  of  other  information  about  smoking  behavior.  Finally,  despite 
their  belief  that  some  smokers  may  exaggerate  the  number  and  success  of  their  attempts  at 
abstinence,  the  authors  never  doubt  that  a  large  proportion  of  smokers  try  to  quit. 

Accordingly,  FDA  concludes  that  the  methods  used  in  the  population  prevalence 
studies  are  accepted  and  reliable. 

American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders.  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  175-272.  See  AR  (Vol.  535  Ref.  96,  vol. 

III.B). 

See,  e.g..  Centers  for  Disease  (Control  and  Prevention,  Reasons  for  tobacco  use  and  symptoms  of 
nicotine  withdrawal  among  adolescents  and  young  adult  tobacco  users — ^United  States,  1993,  Morbidity 
and  Mortality  Weekly  Report  1994;43(41): 745-750.  See  AR  (VoL  43  Ref.  162). 
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c.  Comments  on  Tobacco  Use  for  Effects  on  Mood  and  Weight 

1 .  The  tobacco  industry  contends  that  FDA  has  not  established  that 
consumers  use  cigarettes  or  smokeless  tobacco  nearly  exclusively  either  to  affect  mood  or 
to  control  weight.  According  to  the  comment,  the  studies  cited  by  FDA  do  not  show  that 
a  high  percentage  of  consumers  use  tobacco  to  affect  mood  or  control  weight  and  that 
there  are  an  insufficient  number  of  such  studies  upon  which  to  base  a  conclusion. 

This  comment  misinterprets  the  standard  fw  establishing  that  a  product  is 
“intended  to  affect  the  structure  or  any  function  of  the  body”  through  consumer  use.  As 
noted  in  section  II.B.1.,  above,  some  courts  have  suggested  that  where  the  Agency  relies 
solely  on  consumer  use  to  establish  intended  use,  consumers  must  use  the  product 
predominantly  or  nearly  exclusively  for  pharmacological  purposes.  These  cases  contain  no 
requirement,  however,  that  consumers  use  the  product  in  question  nearly  exclusively  for 
each  individual  pharmacological  effect  the  product  produces.  Thus,  there  is  no 
requirement  that  consumers  use  nicotine  nearly  exclusively  for  each  of  its  pharmacological 
effects.  It  is  sufficient  to  establish  that  consumers  as  a  group  use  tobacco  to  obtain  any  of 
the  several  effects  on  stmcture  or  function  sought  by  consumers  (for  example,  to  satisfy 
addiction,  for  other  psychoactive  effects,  and  to  control  weight).  See  ASH  v.  Harris,  655 
F.2d  at  240;  NNFA  v.  Mathews,  557  F.2d  at  334-336. 

FDA  also  disagrees  that  there  are  insufficient  studies  to  support  the  conclusion  that 
consumers  use  tobacco  to  affect  mood  and  control  weight.  The  many  studies  cited  by 
FDA  conclusively  show  that  the  majority  of  tobacco  consumers  rely  on  tobacco  products 
to  achieve  a  relaxing  or  calming  effect  See  Jurisdictional  Analysis,  60  FR  41579-41580. 
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For  example,  one  survey  found  that  over  60%  of  smokers  aged  16  to  44  believe  that 
smoking  reduces  nervous  irritation.^*^ 

The  use  of  cigarettes  for  weight  control  is  similarly  established  in  numerous 
studies.  These  studies  show  that  smokers  believe  that  smoking  keeps  weight  down  and 
that  weight  control  is  a  significant  motivation  to  continue  smoking.  The  Surgeon 
General’s  1988  Report  on  Nicotine  Addiction  reviewed  a  large  number  of  studies 
demonstrating  that  weight  control  is  a  powerful  motivator  for  initiation  and  maintenance 
of  smoking  in  as  many  as  one-third  to  one-half  of  young  smokers.^*^ 

d.  Comments  on  Nonpharmacoiogical  Factors  Associated  with 
Tobacco  Use 

1 .  The  tobacco  industry  quotes  several  addiction  experts  stating  that  there  are 
social,  emotional,  and  behavioral  variables  that  explain  patterns  of  tobacco  use.  The 
industry  concludes  that  consumers  do  not  use  tobacco  products  “nearly  exclusively”  for 
the  pharmacological  effects  of  nicotine. 

FDA  disagrees.  The  industry  confuses  the  details  of  tobacco  use  with  the  reason 
for  use.  While  multiple  factors  may  explain  why  a  particular  person  decides  to  smoke  a 
particular  cigarette  at  a  particular  moment,  data  support  only  one  reason  why  the  vast 
majority  of  consumers  use  tobacco  products  day  after  day,  year  after  year:  to  obtain  the 
drug  effects  of  nicotine. 


McKenncll  AC,  Smoking  motivation  facuxs,  British  Journal  of  Social  and  Clinical  Psychology 
1970;49(l):8-22.  See  AR  (VoL  13  Ref.  152-1). 

Surgeon  General’s  Report,  1988,  at  438-439.  See  AR  (Vol.  129  Ref.  1592). 
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Indeed,  the  scientific  consensus  holds  that  nonphamiacological  factors  are 

important  to  consumers  only  because  they  are  linked  to  the  pharmacological  effects  of 

nicotine.  Thus,  Jed  Rose,  one  of  the  key  researchers  cited  by  the  industry  to  support  the 

contention  that  consumers  use  tobacco  for  nonpharmacological  reasons,  refers  to 

nonpharmacological  factors  as  “sensory  cues”  that  are  used  to  meter  nicotine  intake.^** 

As  described  in  section  n.B.3.,  above,  such  cues  become  “conditioned”  as  they  are 

associated  with  the  pharmacological  effects  of  nicotine  on  the  brain.  ITiese  environmental 

factors  are  certainly  important  to  tobacco  consumers,  as  they  are  to  users  of  other 

addictive  drugs,^*’  but  they  are  not  the  primary  reasons  for  use.  As  a  tobacco  industry 

executive  in  a  speech  to  the  company’s  board  of  directors  said: 

[T]he  psychosocial  motive  is  not  enough  to  explain  continued  smoking. 

Some  other  motive  force  takes  over  to  make  smoking  rewarding  in  its 
own  right.  Long  after  adolescent  preoccupation  with  self-image  has 
subsided,  the  cigarette  will  even  preempt  food  in  times  of  scarcity  on 
the  smoker’s  priority  list . .  .We  are  of  the  conviction . . .  that  the 
ultimate  explanation  for  the  perpetuated  cigarette  habit  resides  in  the 
pharmacological  effect  of  smoke  upon  the  body  of  the  smoker,  the 
effect  being  most  rewarding  to  the  individual  under  stress.^^ 

2.  The  cigarette  manufacturers  cite  research  suggesting  that  nicotine-free 

cigarettes  have  flavor^’*  and  may  help  smokers  to  quit.^^^  They  draw  particular  attention 


Rose  JE,  Behm  FM,  Levin  ED,  Role  of  nicotine  dose  and  soisory  cues  in  the  regulation  of  smoke 
intake.  Pharmacology,  Biochemistry  and  Behavior  1993;44:891-9(X).  See  AR  (Vol.  8  Ref.  1(X)). 

Surgeon  General's  Report,  1988,  at  59.  See  AR  (Vol.  129  Ref.  1592). 

Wakeham  H  (Philip  Morris,  Inc.),  Smoker  Psychology  Research,  presented  to  Philip  Morris  board  of 
directors  (Nov.  26, 1969),  at  237,  240.  See  AR  (Vol.  1 1  Ref.  142). 

Levin  ED,  Behm  FM,  Rose  JE,  The  use  of  flavor  in  cigarette  substitutes.  Drug  and  Alcohol 
Dependence  1990;26:155-160,  at  159.  See  AR  (Vol.  535  Ref.  %,  in.J). 

Butscfaky  MF,  Bailey  D,  Henningfield  JE,  Pickworth  WB,  Smoking  without  nicotine  delivay  decreases 
withdrawal  in  12-hour  abstinent  smokers.  Pharmacology,  Biochemistry  and  Behavior  1995;5(Xl):91-96. 
See  AR  (Vol.  442  Ref.  7484). 
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to  a  recent  presentation  by  Rose  et  al.^  in  which  smokers  given  a  denicotinized  cigarette 
reported  the  same  or  slightly  less  relief  of  craving  than  smokers  given  intravenous  nicotine, 
and  less  relief  than  smokers  given  their  usual  brand  of  cigarettes.^’^  They  also  reported 
more  immediate  satisfaction  from  the  denicotinized  cigarette  than  from  intravenous 
nicotine,  although  less  than  from  their  usual  brand.  The  denicotinized  cigarette  provided 
less  psychological  reward  than  did  intravenous  nicotine.  The  smokeless  tobacco 
manufacturers  also  suggest  that  no-nicotine  substitutes  for  smokeless  tobacco  may  have 
helped  some  users  remain  abstinent.  According  to  the  industry,  this  research  demonstrates 
that  consumers  use  tobacco  products  for  reasons  other  than  nicotine. 

FDA  disagrees.  TTie  cited  studies  do  suggest  that  low-  or  no-nicotine  products  can 
be  used  in  research  and  in  a  small  proportion  of  former  users  of  tobacco  products.  Yet  the 
products  have  been  uniformly  rejected  by  tobacco  consumers,  who  do  not  view  them  as 
acceptable  substitutes  for  cigarettes.  When  given  a  choice,  tobacco  users  will  not  abandon 
nicotine  for  flavor,  demonstrating  the  real  reason  they  smoke.  For  example.  Next,  a 
denicotinized  cigarette  that  was  briefly  marketed  by  Philip  Morris,  was  removed  from  the 
market  because,  according  to  the  company,  it  was  not  accepted  by  consumers. 

The  cited  studies  replicate  many  others  that  show  that  the  most  consistent  and 
strongest  effects  are  produced  by  nicotine-delivering  cigarettes.  It  is  not  surprising  that 
nicotine  injections,  which,  according  to  the  studies  produced  significant  pain  and  burning 
at  the  site  of  injection,  do  not  produce  all  the  satisfaction  of  smoking  nor  duplicate  the 


Rose  JE,  Westman  EC,  Behm  FM,  Comparative  effects  of  intravraous  nicotine  and  de-nicotinized 
cigarette  smoke,  poster  presented  at  the  annual  meeting  of  the  Society  for  Research  on  Nicotine  and 
Tobacco  (Mar.  15-17, 1996),  Washington,  D.C  AR(Vol.  711  Ref.  21). 
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taste  and  throat  sensations  of  smoking.  As  described  in  section  ILB3.,  above,  the  efficacy 
of  nicotine-free  cigarettes  in  alleviating  some  of  the  symptoms  of  withdrawal  is  consistent 
with  the  conclusion  that  social  and  environmental  factors  become  associated  with 
obtaining  the  pharmacological  effects  of  nicotine,  and  thus  are  perceived  as  pleasurable  as 
a  “conditioned  response,”  but  in  and  of  themselves  are  not  the  reason  people  smoke. 

Low-  or  no-nicotine  cigarettes  may  temporarily  provide  some  relief  to  consumers  as  a 
result  of  the  conditioned  response  to  the  sensorimotor  aspects  of  smoking,  but  this 
response  is  subject  to  “rapid  extinction”  when  nicotine  is  withheld.^^  This  phenomenon  is 
similar  to  the  temporary  finding  that  heroin  addicts  feel  pleasure  from  injecting  themselves 
with  saline.^^^ 

The  study  by  Rose  is  entirely  consistent  with  these  findings.  The  study  evaluated 
only  the  inunediate  effects  of  a  denicotinized  cigarette  on  craving  reduction,  satisfaction, 
and  psychological  reward.  It  did  not  attempt  to  evaluate  any  effects  of  denicotinized 
cigarettes  on  sustained  satisfaction  or  relief  of  withdrawal  symptoms.  Rose  himself  has 
stated  that  smokers  seek  the  sensory  cues  of  smoking  because  “the  repetition  of  the 
smoking  act  thousands  of  times  per  year  by  a  moderately  heavy  smoker  leads  to  a  strong 
conditioned  association  between  the  sensory  aspects  of  smoking . . .  and  the 
pharmacological  effects  of  nicotine.”^^  Therefore,  according  to  Rose^  “effective 

O’Brien  CP,  Testa  T,  Temes  J,  Greenstein  R,  Conditioning  effects  of  narcotics  in  humans,  in 
Behavioral  Tolerance:  Research  and  Treatment  Implications,  NIDA  Research  Monograph  18 
(Washington  DC:  Government  Printing  Office  No.  017-024-(X)899-8,  Jan.  1978),  at  67-71.  See  AR  (Vol. 

535  Ref.  96,  vol.  III.L). 

Rose  JE,  Levin  ED,  Inter-relationships  between  conditioned  and  primary  reinforcement  in  the 
maintenance  of  cigarette  smoking,  British  Journal  of  Addiction  1991;86:605-609,  at  605.  See  AR  (Vol. 

67  Ref.  58). 
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treatment  of  tobacco  abuse  needs  to  take  into  account  the  influence  of  these  sensory 
cues,”^’’  by,  for  example,  providing  the  smoker  with  de-nicotinized  cigarettes,  in  addition 
to  strategies  to  eliminate  nicotine  dependency He  is  explicit,  however,  that  nicotine  is 
the  primary  reinforcer  of  smoking  behavior,  and  that  desire  for  the  sensory  aspects  of 
tobacco  use  is  the  result  of  conditioned  reinforcement  maintained  by  nicotine’s  primary 
reinforcement.^’’ 

3.  To  support  the  argument  that  consumers  use  tobacco  products  for  flavor, 
the  tobacco  industry  cites  research  in  which  smokers’  satisfaction  with  smoking  decreased 
when  their  upper  airways  were  anesthetized. 

Upon  review  of  this  research,  FDA  finds  that  the  studies  do  not  support  the 
contention  that  consumers  smoke  cigarettes  primarily  for  flavor.  As  described  above,  the 
researcher  who  led  the  study.  Rose,  believes  that  nonpharmacological  factors  associated 
with  tobacco  consumption  are  “cues”  important  to  smokers  only  by  association  with 
nicotine’s  pharmacological  impact 

Moreover,  the  research  cited  does  not  establish  that  the  reason  for  the  drop  in 
smoking  satisfaction  upon  airway  anesthetization  was  the  blockade  of  sensory  input  from 
smoke.  Tliese.decreases  in  satisfaction  might  have  been  due  simply  to  the  unpleasant 
sensation  of  upper  airway  anesthetization,  not  to  any  blockade  of  sensory  input  from 
smoke.  In  this  study,  satisfaction  with  “sham  smoke”  also  dropped  with  anesthesia.  Sham 
smoke  was  so  diluted  as  to  provide  few  pharmacological  or  sensory  effects.  Thus, 

Id.  at  601. 

’’’W.  at  605-606. 
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providing  anesthesia  decreased  the  satisfaction  of  consuming  real  cigarette  smoke  and 
placebo  smoke!^^ 

The  study  does,  however,  provide  data  addressing  the  importance  of  the 
pharmacological  aspects  of  smoking.  Thirty  minutes  after  smoking,  the  subjects  who  had 
received  smoke  delivering  nicotine — regardless  of  whether  their  throats  had  been 
anesthetized — felt  similarly  satisfied.  And  their  satisfaction  was  greater  than  that  of  those 
who  had  received  “sham  smoke.”  Thus,  the  study  indicated  that  nicotine  produces 
smoking  satisfaction  even  in  the  absence  of  mouth  and  throat  sensation. 

4.  The  tobacco  industry  cites  three  studies  to  support  the  argument  that 
consumers  use  tobacco  products  out  of  “habit  and  ritual.” 

Upon  review  of  these  studies,  FDA  concludes  that  they  provide  no  evidence  that 
“habit  and  ritual”  are  the  primary  motivation  for  use  of  tobacco  products.  As  described  at 
length  above,  “habit  and  ritual”  are  important  to  consumers  of  all  addictive  dmgs,  but  only 
through  their  linkage  to  the  pharmacological  effects  of  the  drug. 

First,  the  industry  cites  a  study  in  which  some  smokers  did  not  consider  the  first 
cigarette  of  the  day  their  favorite.^®^  The  observation  relates  to  a  detail  of  smoking  rather 
than  to  underlying  motivation;  as  described  in  section  n.B3.,  above,  there  are  many 
reasons  why  an  individual  may  desire  a  particular  cigarette  at  a  particular  time.  This  is  not 

evidence  that  “habit  or  ritual”  is  the  driving  biological  force  for  maintenance  of  tobacco 

% 

use. 

Rose  JE,  Tashkin  DP,  Ertle  A  Zinser  MC,  Lafo:  R,  Sensory  blockade  of  smoking  satisfaction. 

Pharmacology,  Biochemistry  and  Behavior  1985;23:289-293,  at  290  (emphasis  added).  See  AR  (VoL  42 
Ref.  124). 

Jarvik  M,  Killen  JD,  Varady  A  Fortmann  SP,  The  favorite  cigarette  of  the  day.  Journal  of  Behavioral 
Medicine  1993;16:413-422.  See  AR  (Vol.  535  Ref  96,  ffl.A). 
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The  industry  then  quotes  the  speculative  conclusion  of  a  study  without  any 
description  of  the  research.  In  fact,  the  study’s  main  finding  was  that  the  smell  of 
cigarettes  was  not  important  for  smoking  behavior.^^ 

The  industry  cites  another  conclusion  of  a  study  without  any  description  of  the 
research.  One  of  the  study’s  major  findings  was  that  enforced  abstinence  (smokers 
were  not  allowed  to  smoke  for  an  afternoon)  had  different  effects  on  subsequent  smoking 
behavior  than  natural  abstinence  (smokers  did  not  smoke  while  asleep  at  night).  Basic 
biological  imperatives  undoubtedly  affect  the  details  of  smoking  behavior  but  certainly 
cannot  explain  the  reason  for  tobacco  use. 

5.  The  tobacco  industry  argues  that  the  “social  aspects”  of  smoking  explain 
consumer  use  of  tobacco.  No  studies  are  cited  to  support  this  conclusion.  As  the 
Surgeon  General’s  Report  noted  in  1988,  social  factors  influence  initiation  and  patterns  of 
use  of  many  addictive  dmgs;"*®^  the  primary  reason  for  the  drug’s  use,  however,  is 
pharmacological.  In  this  respect,  nicotine  is  similar  to  heroin.'*®^ 

6.  The  smokeless  tobacco  industry  argues  that  the  evidence  cited  by  FDA  in 
support  of  its  conclusion  that  consumers  use  tobacco  products  nearly  exclusively  for 
pharmacological  effects  has  little  to  do  with  smokeless  tobacco.  Five  studies  were 

Baldinger  B,  Hasenfratz  M,  Battig  K,  Switching  to  ultralow  nicotine  cigarettes;  dfects  of  differ^t  tar 
yidds  and  blocking  of  olfactory  cues.  Pharmacology,  Biochemistry  and  Behavior  1995;50(2):233-239,  at 
238.  See  AR  (VoL  535  Ref.  96,  vol.  ni.A). 

Jacober  A,  Hasoifratz  M,  Battig  K,  Cigarette  smoking;  habit  of  nicotine  maintenance?  Human 
Psychopharmacology  1994;9;  117-123,  at  117.  See  AR  (VoL  535  Ref.  96,  vol.  IU.G). 

Surgeon  General's  Re^rt,  1988,  at  15.  See  AR  (VoL  129  Ref.  1592). 

Jaffe  JH,  Drug  addiction  and  drug  abuse,  in  Goodman  and  Gilman ’s  The  Pharmacological  Basis  of 
Therapeutics,  8th  ed.  (New  York;  Pergamon  Press,  1990),  chap.  22  (522-573),  at  529.  See  AR  (VoL  535 
Ref.  96,  voL  IILG). 
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submitted  with  the  comment  that  are  claimed  to  demonstrate  that  smokeless  tobacco 
consumers  use  those  products  because  they  “enjoy  the  taste”  or  simply  “like  it,”  not  for 
any  “pharmacological  effects.”^®^ 

FDA  disagrees  with  the  industry’s  interpretation  of  these  studies.  As  discussed  in 
section  n.B.3.,  above,  when  people  use  drugs  with  powerful  pharmacological  effects  such 
as  nicotine  they  commonly  associate  many  environmental  stimuli  with  the  pleasurable 
experience  of  consuming  the  substance.  Thus,  a  survey  result  that  consumers  “enjoy  the 
taste”  indicates  only  that  a  significant  portion  of  consumers  have  linked  the  sensory  cues 
to  the  pharmacological  effects  of  nicotine. 

None  of  the  five  studies  cited  by  the  industry  noted  whether  users  who  did  not  give 
pharmacological  reasons  for  using  smokeless  tobacco  had  ever  tried  to  quit.  Thus,  many 
of  these  users  may  not  have  been  aware  of  their  pharmacological  addiction.  As  an  expert 
quoted  by  the  Inspector  General  of  the  Department  of  Health  and  Human  Services 


^  Walsh  MM,  Hilton  JF,  Ernster  VL,  Masouiedis  CM,  Grady  DG,  Prevalence,  patterns,  and  correlates  of 
spit  tobacco  use  in  a  college  athlete  populaticm,  Addictive  Behavior  1994; 19:41 1-427.  See  AR  (VoL  526 
Ref.  95,  vol.  Vm). 

Lopez  LQ  Smt^eless  tobacco  consumption  by  Mexican- American  university  students.  Psychology 
Reports  1994;75:279-284.  See  AR  (Vol.  526  Ref.  95,  vol.  VH!). 

Glover  ED,  Laflin  M,  Flaimery  D,  Albritton  DL,  Smokeless  tobacco  use  among  American  college 
students,  Journal  of  American  College  Health  1989;38:81-84.  See  AR  (VoL  526  Ref.  95,  vol.  VII). 

Wisniewski  JF,  Bartolucd  AA,  Comparative  patterns  of  smokeless  tobacco  usage  among  major  league 
baseball  p^oimel.  Journal  of  Oral  Pathology  and  Medicine  1989;  18:322.  See  AR  (VoL  526  Ref.  95, 
vol.  VIII). 

Connolly  GN,  Orleans  GT,  Kogan  M,  Use  of  smokeless  tobacco  in  major-league  baseball.  New  England 
Journal  of  Medicine  1988;318(19):1281-1285.  See  AR  (VoL  526  Ref.  95,  vol.  VII). 
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explained,  “Many  haven’t  tried  to  quit.  But  when  we  tell  them  the  health  consequences, 
and  then  they  try  to  quit,  they  can’t.”^®^ 

In  studies  cited  by  the  industry,  some  users  of  smokeless  tobacco  stated  that  they 
“enjoy  the  taste,”  but  a  significant  percentage  of  these  users  also  reported  that  they  use 
smokeless  tobacco  for  psychological  reasons.  For  example,  in  one  study,  a  majority  of 
195  users  of  snuff  and  chewing  tobacco  reported  using  tobacco  for  one  or  more 
pharmacological  effects,  including  relieving  stress,  relief  of  “strong  cravings,”  and 
relieving  the  discomfort  of  withdrawal.^®*  These  statements  support  the  conclusion  that 
the  majority  of  people  who  use  smokeless  tobacco  do  so  for  the  well-established 
pharmacological  effects  of  nicotine:  stimulation,  sedation,  and  addiction.  These  studies 
thus  constitute  additional  evidence  that  smokeless  tobacco  is  primarily  used  by  consumers 
to  obtain  the  pharmacological  effects  of  nicotine. 


Department  of  Healdi  and  Human  Services,  Office  on  Smoking  and  Health,  Spit  Tobacco  and  Youth 
(Washington  DC:  Government  Printing  Office,  1992),  at  8.  See  AR  (VoL  7  Ref.  76). 

Walsh  MM,  Hilton  JF,  Emster  VL,  Masouredis  CM,  Grady  DG,  Prevalaice,  patterns,  and  correlates  of 
spit  tobacco  use  in  a  college  athlete  population.  Addictive  Behavior  1994;  19:41 1-427.  See  AR  (VoL  526 
Ref.  95,  vol.  VIII). 
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C.  THE  STATEMENTS,  RESEARCH,  AND  ACTIONS  OF  THE 
CIGARETTE  MANUFACTURERS  SHOW  THAT  THE 
MANUFACTURERS  INTEND  THEIR  PRODUCTS  TO  AFFECT 
THE  STRUCTURE  AND  FUNCTION  OF  THE  BODY 

In  sections  n.A.  and  n,B.,  above,  the  Agency  has  concluded  that  cigarettes  and 
smokeless  tobacco  are  intended  to  affect  the  structure  and  function  of  the  body  on  the 
basis  of  the  foreseeable  pharmacological  effects  and  uses  of  cigarettes  and  smokeless 
tobacco  and  the  widespread  actual  use  of  cigarettes  and  smokeless  tobacco  by  consumers 
for  pharmacological  purposes.  In  this  section,  the  Agency  considers  another  category'  of 
persuasive  evidence  of  intended  use:  the  statements,  research,  and  actions  of  the  cigarette 
manufacturers  themselves.  In  section  n.D.,  below,  the  Agency  considers  the  statements, 
research,  and  actions  of  the  smokeless  tobacco  manufacturers. 

The  administrative  record  includes  extensive  evidence  of  the  cigarette 
manufacturers’  statements,  research,  and  manufacturing  practices.  Much  of  this  evidence 
has  only  recently  become  available  as  a  result  of  the  Agency’s  investigation,  congressional 
hearings,  and  other  investigations  and  sources.  This  evidence  is  part  of  the  relevant 
objective  evidence  that  the  Agency  may  consider  in  determining  the  manufacturer’s 
“intended  Uses”  of  a  product. 

In  the  Jurisdictional  Analysis,  the  Agency  made  extensive  findings  based  on  the 
evidence  then  available  regarding  the  statements,  research,  and  actions  of  the  cigarette 
manufacturers.  FDA  received  conmients  on  these  findings  from  the  individual  tobacco 
companies  and  tobacco  industry  trade  associations,  as  well  as  from  public  health 
organizations  and  other  interested  groups  and  members  of  the  public.  After  careful  - 
consideration  of  the  evidence  in  the  record  and  the  public  comments,  the  Agency  finds  that 
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the  evidence  described  in  this  section  provides  a  third  independent  basis  for  concluding 
that  cigarettes  are  in  faa  intended  to  affect  the  structure  and  function  of  the  bodies  of 
smokers. 

In  section  n.C.l.,  FDA  discusses  its  legal  authority  to  consider  evidence  of  the 
manufacturers’  statements,  research,  and  actions  in  establishing  intended  use.  This 
discussion  shows  that  an  intent  to  affect  the  structure  or  function  of  the  body  can  be 
established  by  evidence  showing  that  (1)  the  manufacturer  “has  in  mind”  that  the  product 
will  be  used  by  consumers  for  pharmacological  purposes,  or  (2)  the  manufacturer  has 
“designed”  the  product  to  provide  pharmacological  effects.  The  Agency’s  role  in  making 
these  determinations  is  that  of  a  fact  finder.  It  weighs  the  statements,  research,  and 
actions  of  the  manufacturer  to  determine  the  particular  uses  the  manufacturer  has  in  mind 
or  designs  its  product  to  provide. 

The  Agency’s  fact-finding  task  has  been  made  more  difficult  by  the  manufacturers’ 
general  refusal  to  cooperate  with  the  Agency’s  investigation.  Although  some 
manufacturers  did  permit  FDA  investigators  to  visit  their  manufacturing  plants  in  the 
spring  of  1994,  the  manufacturers  have  failed  to  provide  FDA  with  information  and 
documents  requested  by  FDA  in  July  1994  regarding  nicotine  in  cigarettes.^  In 
particular,  the  manufacturers  have  failed  to  comply  with  FDA’s  request  for  company 
documents  regarding  the  pharmacological  effects  of  nicotine  and  the  role  of  nicotine  in 
cigarette  design  and  manufacturing.  The  limited  number  of  company  documents  provided 


See,  e.g..  Letter  from  Chesemore  RG  (FDA)  to  Bible  GC  (Philip  Morris  Inc.)  (Jul.  1 1, 1994).  See  AR 
(Vol.  54  Ref.  617).  Similar  letters  were  salt  to  other  cigarette  and  smokeless  tobacco  manufacturers. 
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by  the  manufacturers  with  their  comments  sheds  little  light  on  the  role  of  nicotine  in 
cigarettes  and  does  not  significantly  change  the  evidence  in  the  record. 

The  Agency’s  discussion  of  the  evidence  of  the  manufiicturers’  statements, 
research,  and  actions  is  divided  into  several  parts.  In  section  n.C.2.,  the  Agency  discusses 
the  statements  and  research  of  each  of  the  major  cigarette  companies  and  the  Council  for 
Tobacco  Research,  a  trade  association  to  which  they  belong.  This  evidence  shows  that  the 
manufacturers  have  known  for  decades  that  nicotine  has  the  characteristics  of  addictive 
drugs  and  causes  other  significant  pharmacological  effects  and  that  consumers  use 
cigarettes  primarily  to  obtain  the  pharmacological  effects  of  nicotine,  including  satisfaction 
of  their  addiction.  This  evidence  also  shows  that  in  internal  discussions,  senior  researchers 
for  the  cigarette  manufacturers  refer  to  cigarettes  as  drug  delivery  systems,  calling  them  a 
“dispenser  for  a  dose  unit  of  nicotine,”^’®  a  vehicle  for  delivery  of  nicotine,”^^*  and  other 
similar  terms.  This  evidence  is  sufficient  by  itself  to  establish  that  cigarettes  are  intended 
to  affect  the  struaure  and  function  of  the  body,  because  it  shows  that  the  manufacturers 
“have  in  mind”  that  their  products  will  be  used  specifically  for  pharmacological  purposes. 

In  sections  n.C.3.  and  n.C.4.,  the  Agency  discusses  the  second  basis  for 
determining  the  manufacturers’  intent  through  their  statements,  research,  and  actions — 
namely,  the  evidence  that  manufacturers  have  “designed”  cigarettes  to  provide 
pharmacologically  active  doses  of  nicotine  to  consumers.  In  section  n.C.3.,  the  Agwicy 
discusses  the  product  research  and  development  activities  of  the  manufacturers.  This 

Dunn  WL  (Kiilip  Morris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  5.  See  AR 
(Vol.  12  Ref.  133).  » 

*  Teague  CE  (R  J.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  The  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14, 1972),  at  1.  See  AR(VoL  531 
Ref.  125). 
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evidence  shows  that  the  manufacturers  have  conducted  extensive  product  research  and 
development  to  establish  the  dose  of  nicotine  necessary  to  produce  pharmacological 
effects  and  to  optimize  the  delivery  of  nicotine  to  consumers. 

In  section  n.C.4.,  the  Agency  discusses  the  evidence  that  the  manufecturers  do  in 
fact  manipulate  and  control  nicotine  deliveries  in  their  commwcial  cigarettes.  This  - , 
evidence  supports  a  finding  that  the  manufacturers  manipulate  and  control  the  delivery  of 
nicotine  in  commercial  cigarettes  to  provide  a  pharmacologically  active  dose  of  nicotine  to 
consumers.  Taken  together,  the  evidence  in  sections  n.C.3.  and  n.C.4.  establishes  yet 
another  basis  for  finding  that  cigarettes  are  intended  to  affect  the  structure  and  function  of 
the  body. 

In  section  n.C.5.,  the  Agency  concludes  that,  when  considered  cumulatively,  the 
evidence  from  the  statements,  research,  and  actions  of  the  manufacturers  is  internally 
consistent  and  mutually  corroborating,  further  supporting  the  finding  that  the  effects  of 
cigarettes  on  the  structure  and  function  of  the  body  are  “intended”  by  the  manufacturers. 
Finally,  in  section  n.C.6.,  the  Agency  responds  to  substantive  comments  concerning  the 
evidence  of  the  manufacturers’  statements,  research,  and  actions  that  are  not  addressed  in 
sections  n.C.2.  to  n.C.5.^^^ 


The  discussion  of  the  statements,  research,  and  actions  of  the  manufacturers  in  this  section  cites 
hundreds  of  documents.  It  is  the  totality  of  the  evid^ce  from  these  documents  that  the  Agency  relies 
upcxL  No  single  document  cited  by  the  Agency  is  essratial  to  the  Agency’s  conclusion  in  section  n.C.  that 
the  manufacturers  intend  their  products  to  affect  the  structure  and  function  of  the  body.  In  particular, 
although  omsiderable  evidence  of  the  statements,  research,  and  actions  of  the  manufacturers  was 
submitted  to  the  Agency  after  the  publication  of  the  Jurisdictional  Analysis  on  August  1 1, 1995,  none  of 
this  evidence  is  essential  to  the  Agoicy’s  finding  of  intended  use  in  section  n.C.  The  new  evidence  is 
summarized  below  because  it  provides  persuasive  corroboration  that  die  dgarette  manufacturers  do  intrad 
to  affea  the  structure  and  function  of  the  body.  Howevo*,  the  Agency  would  reach  the  same  conclusions 
regarding  the  intoit  of  the  manufacturers  even  without  this  additional  evidence.  In  addition,  none  of  tire 
documents  in  the  Agency’s  docket  of  confidential  documents  is  essential  to  the  Agency’s  detomination. 

AR  (Vol.  505-518). 
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1.  '^Intended  Use”  May  Be  Established  on  the  Basis  of  the  Statements, 

Actions,  and  Research  of  the  Manufacturers 

Reliance  on  the  statements,  research,  and  actions  of  manufacturers  to  establish 
intended  use  is  consistent  with  the  plain  language  of  the  statute.  The  statute  provides  that 
products  “intended”  to  affect  the  structure  or  any  function  of  the  body  are  drugs  of 
devices.  Sections  201(gXl)(C)  and  201(h)(3).  According  to  a  canon  of  statutory 
construction,  words  used  by  Clongress,  unless  otherwise  defined,  will  be  interpreted  as 
taking  their  ordinary  meaning.  See,  e.g..  Smith  v.  United  States,  508  U.S.  223,  228 
(1993);  Chevron  v.  Natural  Resources  Defense  Council,  Inc.,  467  U.S.  837,  860  (1984). 
In  this  case,  the  ordinary  meaning  of  “intend”  includes  “to  have  in  mind”  and  “to  design” 
for  a  particular  use.  These  plain  meanings  allow  the  Agency  to  consider  the 
manufacturer’s  statements,  research,  and  aaions  in  determining  intended  use. 

The  American  Heritage  Dictionary,  for  instance,  defines  “intend”  as:  “1.  To  have 
in  mind;  plan.  2.a.  To  design  for  a  specific  purpose,  b.  To  have  in  mind  for  a  particular 
use. . .  Consistent  with  this  meaning,  the  Agency  interprets  “intended”  uses  to 
include  those  specific  uses  that  are  “in  the  mind”  of  the  manufacturer  or  for  which  the 
manufacturer  “designs”  the  product.  The  plain  meaning  of  the  statute  thus  permits  the 
Agency  to  inquire  into  the  statements,  research,  and  actions  of  the  manufacturer.  What 
the  manufacturer  says  in  internal  documents,  the  kind  of  research  the  manufacturer 
conducts,  and  the  actions  of  the  manufacturer  in  producing  its  product  can  all  be  evidence 


The  American  Heritage  Dictionary  of  the  English  Language,  2d  ed.  (Boston:  Houghton  Mifflin  Co., 
1991),  668.  See  AR  (VoL  526  Ref.  95,  vol.  V).  Other  dictionary  detinitions  are  similar.  See,  e.g., 
Webster’s  New  World  Dictionary  of  American  English.  3d  college  ed.  (New  York:  Simon  &  Schuster, 

Inc.,  1988),  702  C*intend  1.  to  have  in  mind  as  a  purpose",  plan  2.  to  mean  (something)  \ohtorbe  used 
(for):  design. . . .”)  (emphasis  added). 
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of  the  particular  uses  the  manufacturer  has  in  mind  or  for  which  the  manufacturer  has 
designed  the  produa. 

FDA’s  regulations  on  the  meaning  of  “intended  uses”  are  consistent  with  the 
statutory  language  and  explicitly  contemplate  that  FDA  may  examine  the  knowledge, 
actions,  and  expressions  of  manufacturers  and  other  vendors.  21  CFR  201.128  and  801.4. 

These  regulations  state  that  intended  uses  are  to  be  established  on  the  basis  of  “objective 
intent”  FDA’s  “objective  intent”  standard  means  that  the  Agency  may  consider  objective 
evidence  to  determine  a  manufacturer’s  intent  notwithstanding  the  manufacturer’s 
assertions  that  pharmacological  effects  and  uses  are  not  intended.  As  the  courts  have 
recognized,  “FDA  is  not  bound  by  the  manufacturer’s  subjective  claims  of  intent  but  can 
find  actual  therapeutic  intent  on  the  basis  of  objective  evidence"  NNFA  v.  Mathews,  557 
F.2d  at  334  (emphasis  added);  accord  United  States  v.  Storage  Spaces  Designated  Nos. 

“8”  atid  **49,”  111  F.2d  1363, 1366  n.  5  (9th  Cir.  1985)  (“self-serving  labels  cannot  be 
used  to  mask  true  intent”),  cert,  denied,  479  U.S.  1086  (1987). 

The  regulations  recognize  that  as  a  fact  finder,  FDA  may  consider  a  broad  range  of 
evidence  of  intended  use,  including  evidence  of  the  statements,  research,  and  actions  of 
the  manufacturer.  For  example,  the  regulations  state  that  “the  objective  intent  is 
determined  by  such  persons’  expressions ..  .or  oral  or  written  statements."  21  CFR 
201.128  (emphasis  added).  These  “expressions”  and  “oral  or  written  statements”  can 
include  relevant  and  probative  intracompany  memoranda  or  research. 

Indeed,  the  regulations  provide  express  authority  for  FDA  to  consider  evidence  of 
the  manufacturer’s  aaual  intent  The  regulations  state  that  “objective  intent . . .  may  be 
shown  by  the  circumstances  that  the  article  is,  with  the  knowledge  of  [the  manufacturer]. 
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offered  and  used  for  a  purpose  for  which  it  is  neither  labeled  nor  advertised.”  Id. 

(emphasis  added).  The  regulations  also  direct  FDA  to  consider  circumstances  in  which 
the  manufacturer  “fcnows,  or  has  knowledge  of  facts  that  would  give  him  notice”  that  a 
product  is  to  be  used  for  purposes  other  than  those  expressly  promoted  by  the 
manufaaurer.  Id.  (emphasis  added).  Proving  whether  a  manufacturer  “knows”  or  has 
“knowledge  of  facts  that  would  give  him  notice”  of  pharmacological  uses  of  a  product  can 
include  an  inquiry  into  the  actual  understanding  of  the  manufacturer,  including 
consideration  of  the  statements,  research,  and  actions  that  may  be  probative  of  the 
manufacturer’s  actual  knowledge. 

Moreover,  the  regulations  provide  that  objective  intent  may  be  shown  by  the 
“circumstances  surrounding  the  distribution  of  the  article."  Id.  (emphasis  added).  This 
broad  phrase  allows  the  fact  finder  to  infer  the  intended  uses  of  a  product  based  on, 
among  other  faaors,  the  conduct  of  the  manufacturer  that  occurs  prior  to  distribution. 

For  example,  evidence  that  shows  how  distributed  tobacco  products  are  designed  and 
formulated  is  reasonably  considered  a  “circumstance  surrounding  distribution  of  the 
article.” 

Courts  have  also  recognized  that  the  Agency  may  consider  “objective  evidence”  to 
determine  a  manufacturer’s  intent.  See  NNFA  v.  Mathews^  557  F.2d  at  334;  United 
States  V.  Storage  Spaces,  111  F.2d  at  1366;  Latex  Surgeons’  Gloves,  799  F.  Supp.  at 
1295  (circumstances  surrounding  manufacture  and  distribution  of  product  demonstrated 
intended  use  despite  manufacturer’ s  claim  to  FDA  that  product  was  not  a  device); 

Hanson,  417  F.  Supp.  at  35  (statements  by  plaintiff  distributors  and  importers  that  drag 
was  needed  by  patients  to  treat  cancer  is  relevant  to  intended  use). 
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V 

The  Agency’s  role  in  determining  intended  use  on  the  basis  of  the  statements, 
research,  and  actions  of  the  manufaaurer  is  that  of  a  fact  finder.  The  Agency’s 
responsibility  is  to  reach  the  best  factual  judgments  it  can  from  the  record  of  the 
statements,  research,  and  actions  before  it,  including  evidence  submitted  during  the 
comment  period. 

2.  The  Cigarette  Manufacturers  Understand  That  Nicotine  Has 

Addictive  and  Other  Pharmacological  Effects  and  That  Smokers  Use 
Cigarettes  To  Obtain  These  Effects 

As  discussed  below,  the  evidence  in  the  record  shows  that  the  cigarette 
manufacturers  have  extensive  knowledge  of  effects  of  nicotine  on  smokers.  The  . 
manufacturers  know  that  nicotine  has  the  characteristics  of  other  addictive  drugs;  that  it 
provides  other  significant  pharmacological  effects;  and  that  it  is  the  primary  reason  that 
smokers  use  cigarettes.  This  evidence  establishes  that  when  the  manufacturers  offer 
cigarettes  to  the  public,  they  “have  in  mind”  that  their  cigarettes  will  be  used  by  smokers  . 
to  obtain  the  pharmacological  effects  of  nicotine.  This  evidence  is  thus  sufficient  by  itself 
to  establish  that  the  manufacturers  intend  the  pharmacotogical  uses  of  their  products. 

a.  The  Statements  and  Research  of  Philip  Morris 

The  administrative  record  includes  over  three  decades  of  internal  statements  and 
research  on  nicotine  by  Riilip  Morris,  the  nation’s  largest  cigarette  manufacturer.  These 
documents  indicate  that  senior  researchers  and  officials  at  Philip  Morris  have  long  viewed 
nicotine  as  a  “powerful  pharmacological  agent”^^'*  and  “the  primary  reason”^^^  people 

Charles  JL  (Philip  Morris  Inc.),  Nicotine  Receptor  Program-University  of  Rochester  (Mar.  18,  1980), 
in  141  Cong.  Rec.  H7680  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Philip  Morris  Inc.,  Draft  Rqiort  Regarding  a  Proposal  for  a  “Safo"”  Cigarette,  Code-named  Table,  at  1. 

See  AR  (VoL  53 1  Ref.  122). 
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smoke.  This  knowledge  shows  that  Philip  Morris  understands  that  its  product  will  affect 
the  structure  and  function  of  the  body  and  will  be  used  by  consumers  for  these  dmg 
effects. 

i.  The  Views  of  Senior  Researchers  and  Officials.  Philip  Morris  officials 
recognized  the  importance  of  the  pharmacological  effects  of  nicotine  in  cigarettes  as  early 
as  1%1.  That  year,  Helmut  Wakeham,  a  senior  Philip  Morris  research  scientist,  informed 
the  company’s  research  and  development  committee  that  “nicotine  is  believed  essential  to 
cigarette  acceptability Wakeham  also  explained  the  pharmacological  effects  of 
nicotine,  stating  that  “low  nicotine  doses  stimulate,  but  high  doses  depress  functions”  and 
that  nicotine  contributes  to  the  “pleasurable  reactions  or  tranquillity”  produced  by 
smoking."*'^ 

By  1969,  the  views  of  the  Philip  Morris  scientists  on  the  pharmacological  effects  of 
cigarettes  were  communicated  to  the  Philip  Morris  board  of  directors.  During  that  year, 

Wakeham,  who  was  then  vice  president  for  research  and  development,  briefed  Ae  Philip 
Morris  board  of  directors  on  why  people  smoke.  He  expressed  his  department’s 
“conviction”  that  “the  ultimate  explanation  for  the  perpetuated  cigaret  habit  resides  in  the 
pharmacological  effect  of  smoke  upon  the  body  of  the  smoker.”  He  further  stated  that 

smokers’  craving  for  cigarettes  is  so  strong  that  “the  cigaret  will  even  preempt  food  in 

/ 

times  of  scarcity”: 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  6.  See  AR  (VoL  638  Ref.  2). 

Wakeham  H  (Philip  Morris  Inc.),  Tobacco  and  Health — R&D  Approach  (Nov.  15,  1961),  at  43.  See 
AR(Vol.  125  Ref.  1314). 

^‘’W.at40. 
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[T]he  psychosocial  motive  is  not  enough  to  explain  continued 
smoking.  Some  other  motive  force  takes  over  to  make  smoking 
rewarding  in  its  own  right.  Long  after  adolescent  preoccupation 
with  self-image  has  subsided,  the  cigaret  will  even  preempt  food  in 
times  of  scarcity  on  the  smoker’s  priority  list. . . .  The  question  is 
“Why?” 

_ We  are  of  the  conviction, , . .  that  the  ultimate 

explanation  for  the  perpetuated  cigaret  habit  resides  in  the 
pharmacological  effect  of  smoke  upon  the  body  of  the  smoker,  the 
effect  being  most  rewarding  to  the  individual  under  stress.*^'* 

Wakeham’s  views  on  the  central  importance  of  the  “{jharmacological  effect”  of 

nicotine  were  shared  by  other  senior  researchers  and  officials  at  Philip  Morris,  as  the 

following  examples  demonstrate: 

•  In  1972,  Philip  Morris  scientist  William  Dunn  characterized  cigarettes  as  a  nicotine 

delivery  system  in  the  following  language: 

Think  of  the  cigarette  pack  as  a  storage  container  for  a  day’s  supply 
of  nicotine. , . . 

Think  of  the  cigarette  as  a  dispenser  for  a  dose  unit  of 
nicotine. . . . 

Think  of  a  puff  of  smoke  as  the  vehicle  of  nicotine .... 

Smoke  is  beyond  question  the  most  optimized  vehicle  of 
nicotine  and  the  cigarette  the  most  optimized  dispenser  of 
smoke.^^^ 

•  In  1974,  Philip  Morris’  director  of  research,  Thomas  Osdene,  who  subsequently 
became  vice  president  for  science  and  technology,  approved  and  sent  to  Wakeham  and 
other  senior  Philip  Morris  officials  a  report  that  analogized  smoking  to  drug  use.  The 
report’s  “working  hypothesis”  is  that  “[d]ose-control  continues  even  after  the  puff  of 
smoke  is  drawn  into  the  mouth.”  The  report  postulates  that  the  consumer  regulates 


Wakeham  H  (Philip  Morris  Inc.),  Smoker  Psychology  Research,  presrated  to  Philip  Morris  board  of 
directors  (Nov.  26, 1969),  at  237, 240.  See  AR  (VoL  1 1  Ref.  142). 

Duim  WL  (Philip  Morris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  5-6  (emphasis 
added).  See  AR  (Vol.  12  Ref.  133). 
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smoke  intake  “to  achieve  his  habitual  quota  of  the  pharmacological  action/’  and  notes 
that  if  smokers  deprived  of  cigarettes  display  an  increase  in  aggression,  it  may  be 
explained  as  “the  emergence  of  reactions ...  not  unlike  those  to  be  observed  upon 
withdrawal  from  any  of  a  number  of  habituating  pharmacological  agents.”^“ 

•  In  1976,  Philip  Morris  researcher  A.  Udow  wrote  a  memorandum  on  “Why  People 
Start  To  Smoke.”  The  memorandum  observes  that  once  people  start  to  smoke,  one  of 
the  reasons  they  will  continue  to  smoke  is  that  cigarettes  serve  as  “o  narcotic, 
tranquilizer,  or  sedative 

•  In  1978,  the  authors  of  Philip  Morris’  5-year  plan  for  research  and  development  stated 
that  '^nicotine  may  be  the  physiologically  active  component  of  smoke  having  the 
greatest  consequence  to  the  consumer 

•  In  1980,  Philip  Morris  researcher  Jim  Charles,  who  subsequently  became  vice  president 

for  research  and  development,  wrote  the  then  vice  president  for  research  and 

development,  Robert  Seligman,  that: 

Nicotine  is  a  powerful  pharmacological  agent  with  multiple  sites  of 
action  and  may  be  the  most  important  component  of  cigarette 
smoke.  Nicotine  and  an  understanding  of  its  properties  are 
important  to  the  continued  well  being  of  our  cigarette  business 
since  this  alkaloid  has  been  cited  often  as  *‘the  reason  for 
smoking.”. . .  Nicotine  is  known  to  have  effects  on  the  central  and 


I^ilip  Morris  Research  Center,  Behavioral  Research  Annual  Report,  Part  II  (Nov.  1, 1974)  (api»oved 
by  Osdene  TS),  in  141  Cong.  Rec.  H7658,  H7660  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Udow  A  (Hiilip  Morris  Inc.),  Why  People  Start  to  Smoke  (JuiL  2v  1976),  in  141  C(Hig.  Rec.  H7664 
(daily  ed.  Jul.  25,  1995)  (en^)hasis  added).  See  AR  (VoL  14  Ref.  175a). 

Philip  Morris  Inc.,  Research  and  Development  Five-Year  Plan,  1979-1983  (Sep.  1978),  in  141  Clong. 
Rec.  H7668  (daily  ed.  Jul.  25, 1995)  (emphasis  added).  See  AR  (VoL  14  Ref.  175a). 
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peripheral  nervous  system  as  well  as  influencing  memory,  learning, 
pain  perception,  response  to  stress  and  level  of  arousal.^^ 

A  statement  that  the  Agency  received  from  a  former  Philip  Morris  research 

director,  William  Farone,  expresses  similar  views.  Farone  was  the  director  of  applied 

research  at  Philip  Morris  from  1976-1984,  during  which  period  he  supervised  five 

divisions  and  150  employees.  According  to  Farone’ s  statement 

It  is  well  recognized  within  the  cigarette  industry  that  there  is  one 
principal  reason  why  people  smoke — to  experience  the  effects' of 
nicotine j  a  known  pharmacologically  active  constituent  in 
tobacco. . . . 

The  strongly  held  conviction  of  most  industry  scientists  and 
product  developers  was  that  nicotine  was  the  primary  reason  why 
people  smoked.*^ 

'  The  administrative  record  contains  many  additional  statements  by  Philip  Morris 
researchers  and  officials  acknowledging  the  significant  pharmacological  effects  of  nicotine 
and  their  importance  to  the  smoker.  See,  e.g.,  60  FR  41584—41603, 41621-41667. 
Collectively,  these  statements  show  that  Philip  Morris’  senior  scientists  and  officials  have 
known  for  decades  that  cigarettes  function  as  a  drug  delivery  system,  providing  the 
pharmacological  effects  of  nicotine  to  consumers  who  smoke  cigarettes  for  the  primary 
purpose  of  obtaining  these  effects. 

iL  Research  into  Nicotine  Pharmacology.  The  foregoing  views  of  Philip 
Morris’  top  research  scientists  and  officials  were  based  on  extensive  in-house  research  on 


Charles  JL  (Philip  Morris  Inc.),  Nicotine  Receptor  Program-University  of  Rochester  (Mar.  18, 1980), 
in  141  Cbng.  Rec.  H7680  (daily  ed.  Jul.  25,  1995)  (emphasis  added).  See  AR  (VoL  14  Ref.  175a). 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  1,6  (emi^asis  added).  See  AR  (Vol.  638  Ref.  2). 
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nicotine  pharmacology.  The  studies  conducted  by  Philip  Morris  ranged  from  traditional 
'  pharmacology  involving  animal  experiments  to  EEG  experiments. 

Philip  Morris  conducted  a  large  number  of  studies.  In  1979  alone  at  least  16 
different  studies  on  nicotine  pharmacology  were  conducted  by  three  different  research 
groups  within  Philip  Morris’  Behavioral  Research  Laboratory.  The  Animal 
Behavior  Group  conducted  six  experiments  on  the  drug  effects  of  nicotine  in  rats. 

The  Neuropsychology  Laboratory  conducted  five  experiments  to  determine  the 
pharmacological  effects  of  nicotine  on  the  human  brain,  including  experiments  on  “[t]he 
Effects  of  Cigarette  Smoking  on  the  Electroencephalogram”  and  “[L]ong-Term  Smoke 
Deprivation  and  the  Electrical  Activity  of  the  Brain.”^“  The  Smoking  Behavior  Group 
conducted  studies  on  the  behavioral  consequences  of  smoking,  including  studies  to 
determine  the  consequences  of  smoking  low-nicotine  cigarettes. 

Beginning  before  1980  and  continuing  until  1984,  Philip  Morris  conducted 
research  in  search  of  a  “nicotine  analogue.”  This  research  demonstrates  Philip  Morris’ 
knowledge  that  nicotine  has  the  hallmark  properties  of  a  dmg  of  abuse  and  shows  the 
company’s  intention  to  preserve  these  properties  in  new  products.  As  described  by  former 
Philip  Morris  scientist  Victor  DeNoble,  the  purpose  of  the  research  was  “to  come  up  with 
a  molecule  that  would  mime  nicotine's  effect  in  the  brain,  and  would  not  affect  the 
peripheral  nervous  system  and  therefore  not  have  cardiovascular  liability Thus,  while 

Dunn  WL  (Hiilip  Morris  Inc.),  Plans  and  Objectives-1979  (Dec.  6, 1978),  in  141  Cong.  Rec.  H7668- 
7670  (daily  ed.  Jul.  25, 1995).  5ge  AR(VoL  14  Ref.  175a). 

'‘“74.  atH7669-7670. 

Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  33  (Apr.  28, 1994)  (testimony  of  Viaor  DeNoble)  (emphasis  added).  See  AR  (VoL  708  Ref.  2). 
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the  company  attempted  to  eliminate  an  adverse  effect  of  nicotine,  it  deliberately  sought  to 
retain  nicotine’s  effects  on  the  brain. 

To  condua  this  work,  Philip  Morris  scientists  had  to  identify  and  compare  the 
pharmacological  and  behavioral  effects  of  nicotine  on  the  brain.  The  pharmacological  and 
behavioral  profiles  of  the  nicotine  analogues  synthesized  by  Miilip  Morris  chemists  were 
then  compared  to  those  of  nicotine.^®  Since  the  primary  goal  of  the  nicotine  analogue 
program  was  to  develop  a  nicotine  analogue  that  would  retain  the  physiological  and 
behavioral  effects  of  nicotine  on  the  brain,  especially  its  reinforcing  properties,  the  newly 
synthesized  nicotine  analogues  were  screened  in  animal  behavioral  tests  designed  to  assess 
their  reinforcing  properties.  (A  substance  has  reinforcing  properties  if  it  is  able  to  induce 
repeated,  compulsive  use.  See  section  n.A.3.c.i.,  above.)  The  tests  used  were  “exactly 
the  same  tests”  that  the  National  Institute  on  Drug  Abuse  (NIDA)  uses  “to  determine  if  a 
drug  has  an  abuse  potential.”^^ 

One  of  the  principal  NIDA  tests  used  by  Philip  Morris  was  a  series  of  “self¬ 
administration”  experiments  with  rats.  These  studies  determine  addiction  potential  by 
assessing  whether  rats  will  press  a  lever  to  give  themselves  repeated  injections  of  the  test 
substance.  There  is  a  strong  correlation  between  substances  that  are  found  to  be  self- 


*^Ud.ait5. 

See  also  Declaration  of  Victor  DeNoble  of  Feb.  2, 1995,  at  2-9.  See  AR  (VoL  31  Ref.  524-5). 

Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong,,  2d 
Sess.  17  (Apr.  28, 1994)  (testimony  of  Victor  DeNoble).  See  AR  (Vol.  708  Ref.  2). 
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administered  in  rats  and  substances  that  are  addictive  in  humans.'*^  PhUip  Morris  found 
that  rats  would  self-administer  nicotine.'^^*  According  to  the  director  of  NIDA,  “[t]hese 
findings  from  the  DeNoble  study  indicate  that  nicotine  has  reinforcing  properties,  one  of 
the  hallmark  characteristics  of  an  addictive  drug'^^^  The  Philip  Morris  researchers  also 
found  that  rats  would  develop  a  tolerance  to  nicotine,  another  characteristic  of  an 
addictive  dmg.'*^^ 

The  senior  management  and  top  officials  of  Philip  Morris  “continually  reviewed 
. . .  and  approved”  this  research.'*^  In  fact,  in  November  1983,  the  president  of  Philip 
Morris,  Shep  Pollack,  visited  the  laboratory  conducting  the  self-administration 
experiments  and  watched  rats  inject  themselves  with  nicotine.  Pollack  was  informed  by 
the  Philip  Morris  researcher  in  charge  of  the  study,  Victor  DeNoble,  that  Philip  Morris’ 


self-administration  studies  followed  “the  exact  procedure  that  NIDA  would  use  to 
demonstrate  abuse  liability,”  and  that  the  studies  demonstrated  that  nicotine  is  “a 
reinforcing  agent.”^^^  DeNoble  further  informed  Pollack  that  although  a  finding  of  self- 


Gardner  EL,  Brain  reward  mechanism,  in  Substance  Abuse,  A  Comprehensive  Textbook,  2d  ed.,  eds. 
Lowinson  JH,  Ruiz  P,  Millman  RB,  et  al.  (Baltimore;  Williams  and  Wilkins  1992),  at  70.  See  AR  (VoL  8 
Ref.  88). 

See  also  section  U.  A3.c.i. 

Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  5  (Apr.  28,  1994)  (testimony  of  Victor  DeNoble).  See  AR  (Vol.  708  Ref  2). 

Id.  at  20  (letter  from  Leshner  AI  (NIDA)  to  Waxman  HA  (Apr.  13,  1994)  (emphasis  added)). 

Id.  at  5  (testimony  of  Victor  DeNoble).  The  Philip  Morris  researchers  did  not,  however,  find  evidence 
of  nicotine  withdrawal. 

Id.  at  5-6. 


Id.  at  54. 
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administration  does  not  by  itself  prove  that  nicotine  is  addictive,  it  “predicts’ abuse 
liability Despite  several  attempts,  DeNoble  and  his  colleague  Paul  Mele  were  not 
allowed  to  publish  the  results  of  their  self-administration  studies  or  present  their  results  at 
a  meeting  sponsored  by  the  American  Psychological  Association.^^^ 

These  studies  were  conducted  for  their  potential  commercial  applicability.  The 
memorandum  describing  the  “plans  and  objectives”  for  the  Behavioral  Research 
Laboratory  in  1979  states  expressly  that  “the  rationale  for  the  program  rests  on  the 
premise  that  such  knowledge  will  strengthen  Philip  Morris  R&D  capability  in  developing 
new  and  improved  smoking  products.”^^ 

Some  of  Philip  Morris’  research  attempted  to  assess  the  pharmacological  effects  of 
nicotine  on  youths.  One  study  on  the  hyperkinetic  child  as  prospective  smoker  observed 
that  “amphetamines,  which  are  strong  stimulants,  have  the  anomalous  effect  of  quieting 
these  children  down”;  the  Philip  Morris  researchers  initiated  a  study  to  determine  “whether 
such  children  may  not  eventually  become  cigarette  smokers  in  their  teenage  years  as  they 
discover  the  advantage  of  self- stimulation  via  nicotine. This  study  was  apparently 

*^id. 

^*’W.at51-52,  57-94. 

Dunn  WL,  Plans  and  Objectives— 1979  (Dec.  6, 1978),  in  141  Cong.  Rec.  H7669.  See  AR  (VoL  14 
Ref.  175a). 

Ryan  FJ  (Philip  Morris  Inc.),  Relationship  between  smoking  and  personality,  in  Smoker 
Psychology/May  1-31, 1974  (Jun.  10, 1974),  in  141  Cong.  Rec.  H7651  (daily  ed.  Jul.  25, 1995)  (emphasis 
added).  S«€AR(Vol.  14  Ref.  175a). 

For  a  furtha-  desaiption  of  Philip  Morris’  research  into  hypeiidnetic  childron,  see  the  following 
documents  reprinted  in  141  Ctmg.  Rec.  H7651-7657  (daily  ed.  Jul.  25, 1995); 

Ryan  FJ  (Philip  Morris  Inc.),  Relationship  between  smoking  and  personality,  in 
Smoker  Psychology/May  1-31, 1974  (Jun.  10,  1974).  See  AR  (Vol.  14  Ref 
175a). 
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never  completed  because  “[ojbstacles  presented  by  school  systems  and  physicians . . . 
have  made  it  very  difficult  for  us  to  conduct  studies  using  school  and  medical  records  of 
minors.”^  Another  study  initiated  by  Philip  Morris  involved  administering  “painful” 
electric  shocks  to  college  students  to  determine  the  anxiety-reducing  effects  of 
cigarettes.'^*  Although  preliminary  fmdings  supported  the  hypothesis  that  students  with  a 
high  anxiety  factor  on  personality  tests  would  puff  more  frequently,'*'*^  the  study  apparently 
had  to  be  discontinued  because  “fear  of  shock  is  scaring  away  some  of  our  more  valuable 


Ryan  FJ  (Fliilip  Morris  Inc.),  Hypeikinesis  as  a  precursor  of  smoking,  in 
Smoker  Psychology/Feb.  1-28.  7975  (Mar.  10,  1975).  Se€  AR(Vol.  14  Ref. 

175a). 

Philip  Morris  Research  Center,  Behavioral  Research  Annual  Report  (Jul.  18, 

1975)  (t^iproved  by  DunnWL).  5eeAR(Vol.  14  Ref.  175a). 

Ryan  FJ  (Philip  Morris  Inc.),  Hyperactivity,  in  Smoker  Psychology/Apr.  1-30, 

7977  (May  13,  1977).  AR(VoL  14  Ref.  175a). 

Ryan  FJ  (Hiilip  Morris  Inc.),  Hyperkinetic  children,  in  Smoker 
Psychology/Feb.  1-28.  7978  (Mar.  10,  1978).  See  AR(WoL  14  Ref.  175a). 

^  Ryan  FJ  (Philip  Morris  Inc.),  Hyperkinetic  children,  in  Smoker  Psychology/Feb.  1-28, 1978  (Mar.  10, 
1978),  in  141  Cong.  Rec.  H7657  (daily  ed.  Jul.  25, 1995).  See  AR(VoL  14  Ref.  175a). 

Ryan  FJ  (Philip  Morris  Inc.),  Proposed  Research  Project:  Smoking  and  Anxiety  (Dec.  23, 1%9),  in 
141  Cong.  Rec.  H7648  (daily  ed.  Jul.  25, 199^.  See  AR  (VoL  14  Ref.  175a). 

For  a  further  description  of  Philip  Morris’  researdi  involving  the  administration  of  electric  shocks,  see  the 
following  documents  printed  in  141  Cong.  Rec.  H7648-7649  (daily  ed.  Jul.  25, 1995): 

Ryan  FJ  (Hiilip  Morris  Inc.),  Shock  I,  II,  III,  and  IV,  in  Consumer  Psychology 
(Sep.  16-00.15, 1971).  SeeAR(VoL  14  Ref.  175a). 

•< 

Ryan  FJ  (MiUip  Morris  Inc.),  Shock  V,  in  Consumer  Psychology  (Jan.  15  -  Feb. 

15, 1972).  See  AR  (Vol.  14  Ref.  175a). 

Dunn  WL  (Fliilip  Morris  Inc.),  Quarterly  Report-Projects  1600  and  2302  (OcL 
5,  1972).  See  AR  (Vol.  14  Ref.  175a). 

Ryan  FJ  (Philip  Morris  Inc.),  Shock  I,  II,  III,  and  IV,  in  Consumer  Psychology  Monthly  Report 
(Sep.  16  -  OcL  15, 1971),  in  141  Cong.  Rec.  H7648-7649  (daily  ed.  Jul.  25, 1995).  See  AR  (Vol.  14  Ref 
175a). 
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subjects.”^^  In  another  study,  Philip  Morris  proposed  injecting  nicotine  into  human 
subjects  in  order  “to  yield  a  broader  picture  of  the  role  of  the  spike,  the  level,  and  the 
reinforcement  characteristics  of  the  substance.”^ 

In  congressional  testimony,  the  former  Philip  Morris  president,  William  Campbell, 
testified  that  to  the  extent  that  Philip  Morris  controls  nicotine  levels  in  cigarettes  through 
blending,  this  is  done  “for  taste.”^^  Philip  Morris’s  research  program  does  not  support 
this  statement,  however.  The  internal  research  documents  in  the  administrative  record 
show  that  Philip  Morris  exhaustively  investigated  the  pharmacological  properties  of 
nicotine — not  its  gustatory  properties.  Tlie  intensive  focus  on  nicotine  pharmacology 
reflected  in  the  documents  indicates  that  Philip  Morris  regarded  nicotine’s  contribution  to 
cigarettes  as  pharmacological,  not  taste-related.  Moreover,  in  its  cormnents  Philip  Morris 
did  not  provide  evidence  of  internal  Philip  Mortis  research  into  the  taste  characteristics  of 
nicotine. 


Eichom  PA,  Dunn  WL  (Philip  Morris  Inc.),  Quarterly  Reports-P rejects  1600  and  2302  (OcL  5, 

1972),  in  141  Cong.  Rec.  H7649  (daily  ed.  Jul.  25, 1995).  AR(VoL  14  Ref.  175a). 

^  Dunn  WL  (Philip  Morris  Inc.),  Plans  and  Objectives-1981  (Nov.  26,  1980),  in  141  Cong.  Rec.  H7682 
(daUy  ed.  JuL  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

a  further  description  of  Philip  Morris’  proposed  research  involving  nicotine  injections,  see. 

Durm  WL  (Philip  Meuris  Inc.),  Behavioral  Research  Accomplishments,  1977 
(Dec.  19, 1977),  in  141  Cong.  Rec.  H7666  (daily  ed.  Jul.  25, 1995).  See  AR 
(VoL  14  Ref.  175a). 

Dunn  WL  (Philip  Morris  Inc.),  Plans  and  Objectives-1979  (Dec.  6,  1978),  in 
141  Cong.  Rec.  H7669  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Regulation  of  Tobacco  Products  (Part  1):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Clong.,  2d 
Sess.  764  (Apr.  14, 1994)  (testimony  of  William  Campbell).  See  AR  (VoL  707  Ref.  1). 
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Further  examples  of  Philip  Morris’  research  on  nicotine  pharmacology  are 
presented  in  the  Jurisdictional  Analysis.*  See  60  FR  41590-41591, 41595-41599.  Taken 
together,  these  studies  show  that  Philip  Morris  conducted  an  extensive,  sustained,  and 
sophisticated  investigation  into  the  pharmacological  effects  of  nicotine  that  gave  the 
company  knowledge  that  nicotine  has  significant  pharmacological  effects  on  smokers, 
including  reinforcing  effects.  The  research  was  conduaed  because  of  its  commercial 
significance  to  Philip  Morris;  used  techniques  that  are  employed  by  government  agencies 
to  identify  the  “abuse  potential”  of  drugs;  and  found  that  nicotine  has  hallmaric 
characteristics  of  an  addictive  drug,  including  reinforcing  effects  and  the  development  of 
tolerance. 

iii.  Project  Table.  Philip  Morris’  recognition  of  the  important  pharmacological 
role  of  nicotine  in  cigarettes  has  been  consistent  for  over  three  decades.  New  evidence 
received  by  the  Agency  during  the  comment  period,  for  instance,  indicates  that  officials 
inside  Philip  Mortis  continued  to  recognize  the  importance  of  nicotine’s  pharmacological 
effects  and  uses  in  the  1990’s. 

A  draft  Philip  Morris  report  on  “Project  Table,”  a  proposal  to  develop  “a  nicotine 
delivery  device”  that  relies  on  “heating  rather  than  burning  the  tobacco”  to  “produceU  a 
cleaner,  safer  smoking  experience,”  written  around  1992,  acknowledges  that  although 
“[djifferent  people  smoke  for  different  reasons. .  ..the  primary  reason  is  to  deliver 
nicotine  into  their  bodies."  ^  The  report  describes  nicotine  in  cigarettes  in  explicit  drug¬ 
like  terms: 

^  Kiilip  Morris,  Inc.,  Draft  Repwt  Regarding  a  Proposal  for  a  “Safer”  Cigarette,  Code-named  Table,  at 
1,5  (emphasis  added).  AR(Vol.  531  Ref.  122). 
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Nicotine ...  is  a  physiologically  active,  nitrogen  containing  substance. 

Similar  organic  chemicals  include . . .  quinine,  cocaine,  atropine  and 
morphine.  While  each  of  these  substances  can  be  used  to  affecrtiuman 
physiology,  nicotine  has  a  particularly  broad  range  of  influence.'*'” 

Project  Table  provides  a  detailed  description  of  the  pharmacological  action  of 

nicotine  on  the  brain: 

During  the  smoking  act,  nicotine  is  inhaled  into  the  lungs  in 
smoke,  enters  the  bloodstream  and  travels  to  the  brain  in  about 
eight  to  ten  seconds.  The  nicotine  alters  the  state  of  the  smoker  by 
becoming  a  neurotransmitter  and  a  stimulant.  Nicotine  mimics  the 
body's  most  important  neurotransmitter,  acetycholine  (ACH), 
which  controls  heart  rate  and  message  sending  within  the  brain. 

The  nicotine  is  used  to  change  physiological  states  leading  to 
enhanced  mental  performance  and  relaxation.  A  little  nicotine 
seems  to  stimulate,  while  a  lot  sedates  a  person.^ 

The  report  also  expressly  places  cigarettes  and  smokeless  tobacco  products  in  the 
same  category  of  “nicotine  delivery  devices”  that  includes  nicotine  patches  and  inhalers, 
stating  that  “nicotine  delivery  devices  range  from  snuff,  chewing  tobacco,  cigars,  pipes  and 
conventional  cigarettes  to  unique  smoking  articles,  chewing  gum,  patches,  aerosol  sprays 
and  inhalers.”^^  The  report  thus  indicates  that  the  views  of  Philip  Morris  on  the  role  of 
nicotine  in  cigarettes  have  been  remarkably  consistent.  Twenty  years  after  senior  Philip 
Morris  scientist  William  Dunn  called  cigarettes  “a  dispenser  for  a  dose  unit  of 
nicotine,”'*^  Philip  Morris  officials  continue  to  regard  nicotine  as  a  drug  and  cigarettes  as 
a  “nicotine  delivery  device.”  The  evidence  of  Philip  Morris’  statements  and  research  on 


Id.  at  1  (emphasis  added). 

Id.  (emphasis  added). 

Id.  at  2. 

Dunn  WL  (Hiilip  Morris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  5.  See  AR 
(Vol.  12  Ref.  133). 
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nicotine  pharmacology  persuasively  documents  that  its  cigarettes  are  intended  to  atfea  the 
structure  or  function  of  the  body. 

b.  The  Statements  and  Research  of  R.  J.  Reynolds 
R.J.  Reynolds  Tobacco  Company  (RJR)  is  the  nation’s  second  largest  cigarette 
manufacturer.  The  information  in  the  administrative  record  shows  that  researchers  and 
senior  officials  at  RJR  hold  views  on  the  pharmacological  effects  and  uses  of  nicotine  in 
cigarettes  that  are  similar  to  those  of  the  researchers  and  senior  officials  at  Philip  Morris. 

i.  The  Teague  Memoranda.  During  the  coimnent  period,  FDA  received  two 
documents  written  by  Claude  Teague  in  1972  and  1973,  when  he  was  the  assistant 
director  of  research  at  RJR.  Teague  was  subsequently  promoted  to  director  of  corporate 
research  in  1978.^^‘  These  internal  memoranda  show  that  RJR  scientists  regarded  nicotine 
as  a  “potent”  and  “habit-forming”  dmg;  considered  cigarettes  to  be  “a  vehicle  for  delivery 
of  nicotine”;  and  conceived  of  the  tobacco  industry  itself  as  “a  specialized,  highly 
ritualized  and  stylized  segment  of  the  pharmaceutical  industry.” 

Teague’s  1972  memorandum,  entitled  “Research  Planning  Memorandum  on  the 
Nature  of  the  Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein,”  makes  four 
significant  points.  First,  the  memorandum  describes  nicotine  as  a  powerful  and  habituating 
drug.  According  to  the  memorandum,  nicotine  is  “a  potent  drag  with  a  variety  of 
physiological  effects.”^^^  It  is  also  "'known  to  be  a  habit-fomung  alkaloid.’’^^^  Nicotine’s 
specific  effects  on  the  body  are  described  as  follows: 

American  Men  and  Women  of  Science,  1995-1996, 19th  ed,  (New  Providence;  R.R.  Bowker,  1995), 

7:62.  See  ARi\ol  711  Ref.  13). 

Teague  CE,  (R.J.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  the  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14,  1972),  at  1.  See  AR  (VoL  531 
Ref.  125). 
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( 

The  habituated  user  of  tobacxx)  products  is  said  to  derive 
"satisfaction”  from  nicotine.  Although  much  studied,  the 
physiological  actions  of  nicotine  are  still  poorly  understood  and 
appear  to  be  many  and  varied.  For  example,  ...at  different  dose 
levels,  nicotine  appears  to  act  as  a  stimulant,  depressant, 
tranquilizer,  psychic  energizer,  appetite  reducer,  anti-fatigue 
agent,  or  energizer^  to  name  but  a  few  of  the  varied  and  often 
contradictory  effects  attributed  to  it”^^ 

Second,  the  memorandum  acknowledges  that  nicotine  is  the  "primary”  reason  for 

smoking.  According  to  the  memorandum: 

[T]he  confirmed  user  of  tobacco  products  is  primarily  seeking  the 
physiological  satisfaction**  derived  from  nicotine — and  perhaps 
other  active  compounds.  His  choice  of  product  and  pattern  of 
usage  are  primarily  determined  by  his  individual  nicotine  dosage 
requirements. ... 

Third,  the  Teague  memorandum  describes  cigarettes  as  dmg  delivery  systems. 

According  to  the  memorandum,  "a  tobacco  product  is,  in  essence,  a  vehicle  for  delivery 

of  nicotine,  designed  to  deliver  the  nicotine  in  a  generally  acceptable  and  attractive 

form.”^^  The  memorandum  further  states: 

If  what  we  have  said  about  the  habituated  smoker  is  true,  then 
products  designed  for  him  should  emphasize  nicotine,  nicotine 
delivery  efficiency,  nicotine  satisfaction,  and  die  like.  What  we 
should  really  make  and  sell  would  be  the  proper  dosage  form  of 
nicotine  with  as  many  other  built-in  attractions  and  gratifications 
as  possible — that  is,  an  efficient  nicotine  delivery  system  with 
satisfactory  flavor,  mildness,  convenience,  cost,  etc. . . .  Would  it 
not  be  better,  in  the  long  run,  to  identify  in  our  minds  and  in  the 
minds  of  our  customers  what  we  are  really  selling,  i.e.,  nicotine 
satisfaction?*^^ 

Id.  (emphasis  added). 

Id.  at  1-2  (emphasis  added). 

Id.  at  1  (emphasis  added), 

*^Id. 

Id.  at  5  (emphasis  added). 
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Indeed,  the  memorandum  describes  the  tobacco  industry  itself  as  a  “segment  of  the 
pharmaceutical  industry”:'*^ 

In  a  sense,  the  tobacco  industry  may  be  thought  of  as  being  a 
specialized,  highly  ritualized  and  stylized  segment  of  the 
pharmaceutical  industry. . . .  Our  Industry  is  then  based  upon 
design,  manufacture  and  sale  of  attraaive  dosage  forms  of  nicotine, 
and  our  Company’s  position  in  our  Industry  is  determined  by  our 
ability  to  produce  dosage  forms  of  nicotine  which  have  more 
overall  value,  tangible  or  intangible,  to  the  consumer  than  those  of 
our  competitors. 

Finally,  the  memorandum  recommends  improvements  in  the  delivery  of  nicotine  to 

consumers.  In  the  short  term,  the  memorandum  recommends  reducing  tar  levels  while 

maintaining  nicotine  levels  in  cigarettes: 

Our  critics  have  lumped  “tar”  and  nicotine  together  in  their 
allegations  about  health  hazards. .  ..An  accompanying  Research 
Planning  Memorandum  suggests  an  approach  to  reducing  the 
amount  of  *'tar”  in  cigarette  smoke  per  unit  of  nicotine.  That  is 
probably  the  most  realistic  approach  in  today’s  market  for 
conventional  cigarette  products. 

In  the  long  term,  the  memorandum  recommends  a  “more  futuristic  approach”:^^ 

If  our  business  is  fundamentally  that  of  supplying  nicotine  in 
useful  dosage  form,  why  is  it  really  necessary  that  allegedly 
harmful  “tar’*  accompany  that  nicotinel  There  should  be  some 
simpler,  “cleaned’,  more  efficient  and  direct  way  to  provide  the 
desired  nicotine  dosage  than  the  present  system  involving 
combustion  of  tobacco  or  even  chewing  of  tobacco. ...  It  should 
be  possible  to  obtain  pure  nicotine  by  synthesis  or  from  high- 
nicotine  tobacco.  It  should  then  be  possible,  using  modifications 
of  techniques  developed  by  the  pharmaceutical  and  other 


Id.  all. 

Id.  (emphasis  added). 

Id.  at  6  (emphasis  added). 
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industries,  to  deliver  that  nicotine  to  the  user  in  efficient,  effective, 
attractive  dosage  form,  accompanied  by  no  "tar”,  gas  phase,  or 
other  allegedly  harmful  substances.  The  dosage  form  could 
incorporate  various  flavoiants,  enhancers,  and  like  desirable 
additives,  and  would  be  designed  to  deliver  the  minimum  effective 
amount  of  nicotine  at  the  desired  release-rate  to  supply  the 
"satisfaction”  desired  by  the  user.  Such  a  product  would 
maximize  the  benefits  derived  finom  nicotine,  minimize  allegedly 
undesirable  over-dosage  side  effects  from  nicotine,  and  eliminate 
exposure  to  other  materials  alleged  to  be  harmful  to  the  user. 

Evidence  in  the  record  indicates  that  RJR  acted  on  both  of  these  recommendations.  See 

sections  n.C.2.b.iii.  and  H.C.S.b.,  below. 

Claude  Teague’s  1973  memorandum,  entitled  “Some  Thoughts  about  New  Brands 
of  Cigarettes  for  the  Youth  Market,”  recommends  that  RJR  develop  “new  brands  tailored 
to  the  youth  market.”^^  According  to  the  memorandum,  one  of  the  design  features  that 
should  be  tailor^  to  the  youth  market  is  nicotine  delivery.  The  memorandum  reaffirms 
that  the  “nicotine  effects”  and  the  other  physical  effects  of  smoking  are  “highly  desirable 
to  the  confirmed  smoker.”^  For  the  “pre-smokef”  or  “learner,”  however,  the 
memorandum  states  that  the  physical  effects  of  smoking,  including  the  effects  of  nicotine,  ’ 
are  “largely  unknown,  unneeded,  or  actually  quite  unpleasant  or  awkward.”^®^ 

Consequently,  the  memorandum  recommends  that  “the  effort  here  should  be  to  affea  a 
compromise  to  minimize  the  undesirable  effects  while  retaining  these  which  later  become  .  , 


Id.  at  7  (en^hasis  added). 

Teague  CE  (R.J.  Rejoiolds  Tobacco  Co.),  Research  Planning  Memorandum  on  Some  Thoughts  about 
New  Brands  of  Cigarettes  for  the  Youth  Market  (Feb.  2,  1973),  at  1.  See  AR  (VoL  531  Ref.  125). 

"^W.at4. 

^*W.at2,4. 
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desirable.”^^  With  respect  to  nicotine,  the  memorandum  recommends  that  “nicotine 
should  be  delivered  at  about  1.0- 1.3  mg/cigarette,  the  minimum  for  confirmed  smokers. 

The  rate  of  absorption  of  nicotine  should  be  kept  low  by  holding  pH  down,  probably 
below 

Teague’s  analysis  shows  that,  as  at  Philip  Morris,  scientists  at  RJR  have  long 
understood  that  nicotine  has  significant  pharmacological  effects  on  the  body  and  is  the 
“primary”  reason  people  smoke.  His  analysis  further  shows  that,  like  Philip  Morris 
scientists,  RJR  scientists  also  expressly  conceived  of  cigarettes  as  a  dmg  delivery  system. 

iL  Other  Statements  and  Research  of  RJR  Scientists  and  Officials.  The  views 
in  the  Teague  memoranda  about  the  “crucial  role”  of  the  pharmacological  effects  of 
nicotine  continued  to  be  expressed  within  RJR  in  later  years.  In  approximately  1977,  for 
instance,  RJR  researchers  told  the  PJR  marketing  department  that  ^"[wjithout  any 
question,  the  desire  to  smoke  is  based  on  the  effect  of  nicotine  on  the  body^'f^  that  “a 
confirmed  smoker  attemptsjo  get  a  certain  desired  level  of  nicotine*';"^  and  that  “[t]he 
nicotine  in  the  blood  acts  upon  the  central  nervous  system  and  produces  in  the  average 
smoker  a  sensation  one  could  describe  as  either  stimulating  or  relaxing.”^’®  According  to 
the  RJR  researchers,  while  nicotine  has  a  role  in  “mouth  taste”  and  “mouth  satisfaction,” 


Id. 

Senkus  M  (R,  J.  Reynolds  Tobacco  Co.),  Some  Effects  of  Smoking  (1976/1977),  at  4  (emphasis  added). 
See  AR  (VoL  700  Ref.  593). 

Id.  at  5  (emphasis  added). 

*'^°Id.sit3. 
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that  is  not  nicotine’s  primary  role;  rather,  “the  ultimate  satisfaction  comes  from  the 
nicotine  which  is  extracted ...  in  the 

In  the  late  1980’s  and  early  1990’ s,  moreover,  RJR  researchers  conducted  a  series 

of  experiments  on  how  nicotine  affects  the  brain.  The  published  reports  frcMii  these 

experiments  revealed  that  20  years  after  the  Teague  memoranda,  RJR  researchers 

continued  to  believe  that:  (1)  nicotine  has  pharmacological  eftects  on  the  brain;  and  (2) 

smokers  smoke  cigarettes  primarily  to  obtain  these  pharmacological  effects. 

% 

In  a  1989  report  entitled  “Effects  of  Smoking/Nicotine  on  Anxiety,  Heart  Rate, 

and  Lateralization  of  EEG  During  a  Stressful  Movie,”  RJR  used  an  EEG  to  test  its 

hypothesis  that  “nicotine  and  smoking  help  smokers  to  relax  and  cope  with  stress  and 

negative  affect”  through  “activation-reducing  effects  on  the  EEG.”^’^v  The  experiment’s 

results  supported  RJR’s  hypothesis,  indicating  that  nicotine  produced  the  expeaed 

“anxiolytic”  or  anxiety-reducing  effects  in  the  brain: 

The  present  results  suppcxt  the  view  that  the  electrocortical  effects 
of  smoking  are  a  function  of  environmental  stress  level,  cigarette 
nicotine  delivery,  and  cortical  site.  They  are  also  consistent  with 
previous  evidence  that  nicotine  reduces  anxiety  and  with  our 
hypothesis  that  nicotine's  anxiolytic  properties  are  mediated  by  the 
right  hemisphere.  Normal/high-nicotine  delivery  cigarettes,  relative 
to  low-nicotine  control  cigarettes,  produced  cortical  activation 
(decreased  alpha  power)  in  both  hemispheres  during  the  no-stress 
control  condition ...  but  produced  the  opposite  effect,  decreased 
activation  (increased  alpha  power),  at  the  right  parietal  site  during 
the  three  stressful  movie  scenes. 


Id.  at  7-9  (emphasis  added). 

Gilbert  DG,  Robinson  JH,  Chamb^lin  <X  (R-J.  Reynolds  Tobacco  Ck).),  et  al..  Effects  of 
smoking/nicotine  on  anxiety,  heart  rate,  and  lateralization  of  EEG  during  a  stressful  movie, 
Psychophysiology  1989;26(3);311-319,  at  311.  AR(VoL  14  Ref.  174-2). 

74.  at  3 16  (citation  omitted)  (emphasis  added). 
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The  1989  study  used  the  EEG  to  measure  smokers’  brain  waves  while  they 

watched  a  film  containing  graphic  images  of  industrial  accidents.  In  a  1991  study  entitled 

“Electroencephalographic  Effects  of  Cigarette  Smoking,”  RJR  researchers  measured  the 

effects  of  smoking  on  brain  waves  under  “levels  of  mental  workload  representative  of* 

those  encountered  in  da:y-to-day  living.”^^^  They  found  that  the  pharmacological  effects  of 

smoking  are  affected  by  how  deeply  the  smoker  inhaled.  According  to  the  report: 

In  light  inhaling  smokers, . . .  smoking  was  found  to  attenuate  EEG 
activity  in  the  delta,  theta,  and  alpha  frequency  bands  ....  In  deep 
inhaling  smokers,  smoking  produced  a  symmetrical  central  midline 
increase  in  beta2  magnitude,  an  EEG  effect  that ..  .is  associated 
with  anxiety  relief. 

These  results  led  the  RJR  researchers  to  propose  that  light  inhalers  and  deep 

inhalers  smoke  to  obtain  different  pharmacological  effects  from  nicotine  and  that  the 

effects  produced  in  deep-inhalers  were  comparable  to  the  effects  of  benzodiazepines,  a 

class  of  addictive  drugs  used  for  anxiety  relief.  According  to  the  report 

The  results  of  the  present  investigation  indicate  that  light  inhaling 
. . .  smokers  may  smoke  primarily  for  purposes  of  mental 
activation  and  performance  enhancement.  This  does  not  appear  to 

be  the  case  for  deeper  inhaling . . .  smokers _ An  extensive 

literature  suggests  that  increased  beta2  aaivity  may  reflect  the 
anxiolytic  properties  of  the  benzodiazepines  independently  of 
sedative  effects.  Thus,  an  important  smoking  motive  for  deep 
inhaling  smokers  might  be  anxiety  reduction.^^^ 

A  year  later,  the  RJR  researchers  reported  the  results  of  a  study  designed  to  isolate 
the  precise  effects  of  nicotine  on  the  brain.  In  this  study,  some  smokers  were  given 


Pritchard  WS  (R.J.  Reynolds  Tobacco  Co.),  Electroencephalographic  effects  of  cigarette  smoking. 
Psychopharmacology  1991;104:485-490,  at  486.  See  AR(VoL  3  Ref.  23-2). 

Id.  at  485  (emphasis  added). 

Id.  at  488  (citations  omitted)  (emphasis  added). 
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regular  “light”  cigarettes  to  smoke  while  others  were  given  experimental  cigarettes  with 
virtually  no  nicotine.  The  results  from  the  EEG  showed  that  the  regular  “light”  cigarette 
produced  “a  significant  increase  in  beta2  magnitude,”  an  effect  associated  with  anxiety 
relief,  and  “a  significant  decrease  in  delta  magnitude,”  an  effea  associated  with  improved 
mental  alertness.^^’  According  to  the  researchers,  ^'this  indicates  that  the  beneficial  * 
effects  of  smoking  on  cognitive  performance . . .  are  a  function  of  nicotine  absorbed  from 
cigarette  smoke  upon  inhalation.'^^^ 

In  another  report  written  in  1992,  the  RJR  researchers  addressed  the  question 
“why  do  people  smoke?”  The  researchers  reject  the  claim  that  people  smoke  to  satisfy  an 
addiction,  but  they  do  not  reject  the  claim  that  people  smoke  to  obtain  other 
pharmacological  effects  from  nicotine.  To  the  contrary,  as  Claude  Teague  did  20  years 
earlier,  they  assert  that  the  reason  people  smoke  is  precisely  to  obtain  these 
pharmacological  effects: 

We  believe  that  a  more  reasonable  hypothesis  concerning  why 
people  smoke  ...  is  that  smokers  use  cigarettes  primarily  as  a 
‘tool  ’  or  ‘resource  ’  that  provides  them  with  needed  psychological 
benefits  (increased  mental  alertness,  anxiety  reduction,  coping 
with  stress).*^^ 

In  its  comments,  RJR  asserts  that  nicotine  is  important  in  cigarettes  because 
“nicotine  plays  an  important  role  in  the  taste  and  flavor  of  cigarette  smoke.”^*°  The 

RoIhiisoii  JH,  Pritdiard  WS,  Davis  RA  (R.J.  Reynolds  Tobacco  Co.),  Psychoirfiannacological 
effects  of  snK^dng  a  cigarette  with  typical  “taf  ’  and  carbon  mtHioxide  yields  but  tninimal  nicotine. 
Psychopharmacology  1992;108:466-472,  at  469.  See  AR  (Vol.  11  Ref.  129-3). 

Id.  at  471  (emphasis  added). 

Robinsoi  J,  Pritdiard  W  (R.J.  Reynolds  Tobacco  Co.),  The  role  of  nicotine  in  tobacco  use. 

Psychopharmacology  1992;108:397-407,  at  398  (em^basis  added).  See  AR  (VoL  34  Ref.  589). 

RJ.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 19%),  at  50.  See  AR  (VoL  519  Ref.  103). 
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history  of  RJR’s  research  does  not  support  the  company’s  public  position,  however.  If 
nicotine  were  important  because  of  its  role  in  taste,  FDA  would  expect  to  find  that  RJR’s 
research  would  focus  on  nicotine’s  impact  on  taste.  The  administrative  record,  however, 
contains  virtually  no  RJR  research  demonstrating  or  investigating  nicotine’s  influence  on 
taste.'^**  In  contrast,  RJR  has  extensively  investigated  the  pharmacological  impacts  of 
nicotine.  In  total,  the  administrative  record  before  FDA  contains  more  than  20  studies 
published  or  funded  by  RJR  on  the  effects  of  nicotine  on  the  body.^^  The  actual  number 


There  is  little  scientific  support  for  the  proposition  that  nicotine  has  an  important  role  in  cigarette 
taste.  The  four  studies  cited  by  RJR  are  all  discussed  in  section  II.B.2.C,  above.  Only  (xie  of  the  studies 
relied  upon  by  RJR  was  actually  conducted  by  RJR.  This  limited  investigation  by  RJR  into  nicotine’s  role 
in  taste  was  presented  after  FDA ’s  investigation  had  commenced  Pritchard,  WS,  Robinson,  JH,  The 
Sensory  Role  of  Nicotine  in  Cigarette  “Taste.  ”  Smoking  Satirfaction  and  Desire  to  Smoke,  presented  at 
the  Intematitmal  Syn^x)sium  on  Nicotine;  The  Effects  of  Nicotine  on  Biological  Systems  II  (Montreal; 
Jul.  21-24, 1994).  See  AR  (VoL  519  Ref.  103,  vol.  II).  As  discussed  in  section  II.B.2.C.,  above,  RJR 
researchers  conceded  that  the  smdy  was  unable  to  distinguish  the  importance  of  any  sensory  aspects  of 
nicotine  from  its  pharmacological  effects. 

Bjercke  RJ,  Langtme  JJ,  Anti-idiotypic  antibody  (wobes  pf  neuronal  nicotinic  receptors,  Biochem 
Biophys  Res  Commun  1989;162(3);  1085-1092.  See  AR  (Vol.  46  Ref  53). 

Brazell  MP,  Mitchell  SN,  Gray  JA,  Effect  of  acute  administration  of  nicotine  on  in  vivo  release  of 
noradrenaline  in  the  hippocampus  of  freely  moving  rats;  a  dose-resptmse  and  antagonist  study. 
Neuropharmacology  1991;30(8):823-833.  See  AR  (Vol.  46  Ref.  58). 

Byrd  GD,  CTiang  KM,  Greene  JM,  et  al..  Evidence  for  urinary  excretion  of  ghicuronide  conjugates  of 
nicotine,  cotinine,  and  trans-3’-hydtoxycctinine  in  smokers,  Drug  Metab  Dispos  Biol  Fate  Chem 
1992;20(2);  192-197.  See  AR(Wol  120  Ref  1131). 

Oddwell  WS,  Green  JM,  Byrd  GD,  et  al..  Characterization  of  the  glucurcmide  conjugate  of  cotinine;  a 
previously  unidentified  major  metabolize  of  nicotine  in  smokers’  urine,  Chem  Res  Toxicol  1992;5(2);280- 
285.  S«€AR(Vol.46Ref  62). 

Caldwdl  WS,  Gre^ie  JM,  Dobson  GP,  et  al.,  Intragastric  nitrosation  of  nicotine  is  not  a  significant 
condibutor  to  nitrosamine  exposure,  Ann  NY  Acad  Sci  1993;686;213-227.  See  AR  (VoL  128  Ref  1388). 

Collins  AC,  Bhat  RV,  Pauly  JR  et  al..  Modulation  of  nicotine  receptors  by  chronic  e^qx^ure  to  nicotinic 
agonists  and  antagonists,  in  The  Biology  of  Nicotine  Dependence,  eds.  Bock  G,  Marsh  J  (CIB  A 
Foundation  Symposium  152,  1990),  at  68-82.  See  AR  (Vol.  47  Ref  71). 

deBethizy  JD,  Borgerding  MF,  Doolittle  DJ,  flhemical  and  biological  studies  of  a  cigarette  that  heats 
rather  than  bums  tobacco,  J  Clin  Pharmacol  1990;3(X8);755-763.  See  AR  (VoL  47  Ref  78). 
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deBethizy  JD,  Robinson  JH,  Davis  RA,  et  al..  Absorption  of  nicotine  from  a  cigarette  that  does  not  bum 
tobacco.  Pharmacology  1988-37(5):328-332.  See  AR  (VoL  47  Ref.  79). 

Gilbert  DG,  Robinson  JH,  Chamberlin  CL,  et  al..  Effects  of  smoking/nicotine  on  anxiety,  hean  rate,  and 
latendizati(Hi  of  EEG  during  a  stressful  movie.  Psychophysiology  1989;26(3):311-319.  AR(VoL  14 
Ref.  174-2). 

Hammond  DK,  Bjercke  R.J,  Langcme  JJ,  et  al..  Metabolism  of  nicotine  by  rat  liver  cytochromes  P-450, 
Assessment  utilizing  monoclonal  antibodies  to  nicotine  and  cotinine.  Drug  Metab  Dispos  Biol  Fate  Chem 
1991;19(4):804-808.  See  AR  (Vol.  48  Ref.  1 10). 

Kyerematen  GA,  Morgan  ML.,  Chattqpadhyay  B,  et  al..  Disposition  of  nicotine  and  eight  metabolites  in 
smokers  and  nonsmokers,  Clin  Pharmacol  Ther  1990;48(6):641-651.  See  AR  (Vol.  49  Ref.  146). 

Kyerematen  GA,  Taylor  LH,  deBediizy  JD,  et  al..  Pharmacokinetics  of  nicotine  and  12  metabolites  in  the 
rat,  Ai^lication  of  a  new  radiometric  high  perfcnmance  liquid  chromatography  assay.  Drug  Metab  Dispos 
Biol  Fate  Chem  1988;16(1):  125-129.  See  AR  (Vol.  49  Ref.  145). 

Lii^iello  PM,  Fernandes  KG,  The  binding  of  I^[3H]nicotine  to  a  single  class  of  high  affinity  sites  in  rat 
Nrain  membranes.  Mol  Pharmacol  1986;29(5):448-454.  See  AR  (Vol.  55  Ref.  165). 

i 

Lippiello  PM,  Mencherif  M,  Prince  RJ,  The  role  of  desensitization  in  CNS  nicotinic  receptor  function,  in 
International  Symposium  on  Nicotine:  The  Effects  of  Nicotine  on  Biological  Systems  1994,  SI  1.  See  AR 
(VoL  55  Ref.  166). 

Lif^iello  PM,  Sears  SB,  Fernandes  KG,  Kinetics  and  mechanism  of  Lr[3H]nicotine  binding  to  putative 
high  affmity  teceptor  sites  in  rat  brain.  Mol  Pharmacol  1987;31(4):392-4()0.  See  AR  (Vol.  55  Ref.  162). 

Marks  MJ,  Grady  SR,  (Collins  AC!,  Downregulation  of  nicotinic  receptor  function  after  chronic  nicotine 
infiision,  J  Pharmacol  Exp  Ther  1 993 ;266(3):  1268-1276.  See  AR  (VoL  55  Ref.  176). 

Mitchell  SN,  Brazell  MP,  Joseph  MH,  et  al..  Regionally  specific  effects  of  acute  and  chronic  nicotine  on 
rates  of  catecholamine  and  5-hydroxytxyptamine  synthesis  in  rat  brain,  Eur  J  Pharmacol 
1989;167(3):31 1-322.  Sec  AR(VoL  57  Ref.  200). 

Mitchell  SN,  Brazell  MP,  Schugras  MM,  et  al..  Nicotine-induced  catecholamine  synthesis  after  lesions  to 
the  dmsal  or  venaal  noradrenergic  bundle,  European  Journal  of  Pharmacology  /990;179(3):383-391. 
S«eAR(VoL57Ref.  197). 

Pritchard  WS,  Electroencef^ographic  effects  of  dgarette  smoking.  Psychopharmacology  1991;  104:485- 
490.  See  AR  (VoL  3  Ref.  23-2). 

Pritchard  WS,  Gilbert  DG,  Duke  DW,  Flexible  effects  of  quantised  cigarette  smoke  delivery  on  EEG 
dimensional  complexity.  Psychopharmacology  1993;113:95-102.  See  AR  (Vol.  3  Ref.  23-1). 

Pritchard  WS,  Robinson  JH,  CJuy  TD,  Enhancemmt  of  continuous  performance  task  reaction  time  by 
smoking  in  non-deprived  smokers.  Psychopharmacology  1992;108:437-442.  See  AR  (Vol.  67  Ref.  72). 

Robinson  JH,  Pritchard  WS,  Davis  RA,  Psychopharmacological  effects  of  smoking  a  cigarette  with  typical 
“tai'’  and  carbon  monoxide  yields  but  minimal  nicotine.  Psychopharmacology  1992;108:466-472.  See 
AR  (Vol.  59  Ref.  236). 
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of  RJR  studies  may  be  much  higher.  According  to  an  RJR  spokesperson,  “[w]e’ve  not 
only  done  research  on  the  pharmacological  effects  ot nicotine  but  we’ve  published  it  in  at 
least  250  peer-reviewed  journals  and  symposia.”^*^ 

RJR’s  sustained  and  sophisticated  research  into  nicotine  pharmacology 
demonstrates  that  RJR  knows  that  ( 1)  its  product  will  affect  consumers  in  a  drug- like 
manner  and  (2)  consumers  will  use  its  product  to  obtain  these  drug  effects. 

iil  RJR’s  Alternative  Tobacco  Products.  Further  evidence  of  RJR’s 
understanding  of  the  central  role  of  nicotine  in  smoking  is  provided  by  RJR’s  development 
of  alternative  tobacco  products  that  are  designed  to  deliver  nicotine,  but  not  other 
constituents  of  cigarette  smoke,  to  the  consumer. 

RJR’s  efforts  to  develop  alternative  nicotine  delivery  systems  began  more  than  20 
years  ago.  As  noted  above,  Claude  Teague  recommended  in  1972  that  RJR  develop 
“some  simpler,  ‘cleaner’,  more  efficient  and  direct  way  to  provide  the  desired  nicotine 
dosage  than  the  present  system  involving  combustion  of  tobacco.”^  In  recent  years,  RJR 
has  developed  at  least  two  alternative  tobacco  products. 


Smith  KM,  Mitchell  SN,  Joseph  MH,  Effects  of  chronic  and  subchronic  nicotine  on  tyrosine  hydroxylase 
activity  in  noradrenergic  and  dopaminergic  neurones  in  the  rat  brain,  JNeurochem  1991;57(5);  1750- 
1756.  S««AR(VoL60Ref.  266). 

Wonnacott  S,  Drasdo  AL,  Presynaptic  actions  of  nicotine  in  the  CNS,  in  Effects  of  Nicotine  on  Biological 
Systems,  eds.  Adlkofer  F,  Thurau  K  (1991),  at  295-305.  See  AR  (VoL  62  Ref.  302). 

Collins  G,  Legal  attack  on  tobacco  intensifies.  New  York  Times,  Jun.  9,  1995.  See  AR  (Vol.  21  Ref. 
240a). 

Teague  CE  (RJ.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  the  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14,  1972),  at  7  (emphasis  added).  See 
\  AR  (Vol.  531  Ref.  125). 
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First,  in  the  late  1980’s,  RJR  developed  and  briefly  marketed  Premier,  a  product 
that  worked  by  heating  nicotine  and  glycerol-coated  alutnmum  beads  contained  in  an 
aluminum  cylinder  rather  than  by  burning  tobacco.  Premier  resembled  a  conventional 
cigarene  in  appearance  only.  Inside,  it  contained  a  carbon  tip,  which  served  as  the  heat 
source  for  the  aluminum  cylinder.  RJR  documents  show  that  RJR  was  acutely 
interested  in  Premier’s  ability  to  deliver  nicotine  to  the  smoker’s  blood  and  brain.  For 
instance,  RJR  conduaed  extensive  plasma  studies  to  show  that  smokers  using  Premier 
would  achieve  approximately  the  same  level  of  nicotine  in  their  blood  as  smokers  using 
conventional  cigarettes.^  Other  smoke  components,  however,  were  reduced  by  about 
90%.^^  Premier  functioned  like  the  alternative  nicotine  delivery  system  recommended  by 
Teague.  Indeed,  RJR  used  Teague’s  terminology  to  market  Premier,  advertising  the 
product  as  a  “cleaner'’  cigarette.^** 

More  recently,  RJR  has  begun  test-marketing  a  low-smoke  product  called 
Eclipse.^’  Like  Premier,  Eclipse  relies  on  a  carbon  tip  as  a  heat  source.  The  tip  heats  a 

***  Chemical  and  Biological  Studies  on  New  Cigarette  Prototypes  that  Heat  Instead  of  Burn  Tobacco 
(Winston-Salem  NC:  R.J.  Reynolds  Tobacco  C!o.,  1988),  at  1-10.  See  AR  (VoL  107  Ref.  980). 

W.  at  vii,  457-458, 479-483,  490-492. 

deBetliizy  JD,  Borgerding  MF,  Doolittle  DJ,  et  al.  (RJ.  Reynolds),  Chemical  and  Biological  Studies  of  a 
Cigarette  that  Heats  Rather  than  Bums  ToImuxo,  /.  CUtl  Pharmacol.,  1990;30:755-763.  See  AR  (VoL  47 
Ref  78). 

741  at  757. 

Pollay  RW,  Carta:- Whimey  D,  More  Chronological  Notes  on  the  Promotion  of  Cigarettes  (History  of 
Adveitising  Archives,  Aug.  1990),  at  29.  See  AR  (Vol.  215  Rrf.  2891). 

Cabell  B,  Smokeless  cigarette  makers  hope  to  Eclipse  market.  Live  Rqx>rt  (Juil  3, 1996).  See  AR 
(Vol.  711  Ref  11). 

Jtmes  C,  Reynolds  not  blowing  smdke  when  it  comes  to  keeping  a  lid  on  Eclipse,  The  Richmond  Times 
Dispatch  (Jun.  10,  1996).  See  AR(Wol  711  Ref  12). 
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glycerin  supply  in  the  cigarette  rod,  which  vaporizes  and  extracts  nicotine,  but  is  intended 
to  produce  very  little  of  the  normal  constituents  of  tar,  as  it  passes  through  the  rod  to  the 
smoker’s  mouth.  The  final  Eclipse  smoke  vapor  is  85%  water,  glycerol,  and  nicotine 
(versus  25%  in  standard  cigarette  smoke)  and  only  15%  tar  (versus  75%  in  standard 
smoke).'*^  Thus,  Eclipse  is  intended  to  deliver  nicotine  at  levels  similar  to  conventional 
ultra-low-tar  cigarettes,  but  much  lower  levels  of  tar.^’^ 

In  its  comments,  RJR  asserts  that  “Premier  was  a  cigarette”  because  it  provided 
the  smoker  with  “smoking  taste  and  pleasure.”^’^  Likewise,  RJR  asserts  that  “Eclipse  is  a 
cigarette.”^®^  But  the  major  similarity  in  the  vapor  from  Premier  and  Eclipse  and  the 
smoke  from  a  conventional  cigarette  is  the  nicotine  delivery.  The  implication  of  RJR’s 
work  on  Premier  and  Eclipse  is  that  nicotine  delivery  is  the  defining  characteristic  of  a 
cigarette.  As  RJR  informed  FDA  officials  during  the  launch  of  Premier,  “without  nicotine, 
you  don’t  have  a  cigarette.”^^  Premier  and  Eclipse  are  thus  evidence  that  conventional 
cigarettes  are,  in  effect,  simply  nicotine  delivery  systems. 

iv.  RJR’s  Legal  Briefs.  Before  the  Agency,  RJR  argues  that  nicotine  is  not 
addictive  and  that  the  Agency  should  not  believe  the  widespread  “allegations”  to  the 

Hilts  P,  Little  smoke,  but  still  lots  of  nicotine,  New  York  Times,  Nov.  27, 1994.  See  AR  (VoL  34 
Ref.  568). 

Feder  BJ,  Ready  to  test  new  cigarette,  mak»:  fears  tough  rules.  New  York  Times,  Apr.  8, 1996.  See  AR 
(Vol.  700  Ref.  225). 

R.J.  Reynolds  Tobacco  Co.,  Comment  (Jaa  2, 19%),  at  34-35  (enq)hasis  added).  See  AR  (VoL  519 
Ref.  103). 

RJ.  Reynolds  Tobacco  Co.,  Comment  (Apr.  19, 19%).  See  AR  (VoL  700  Ref.  225). 

Department  of  Health  and  Human  Sovices,  Memcnnndum  of  meeting,  RJR’s  “Smokeless"  Cigarette 
(OcL  23, 1987),  at  3.  See  AR  (VoL  34  Ref.  558-2). 
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contrary.  However,  RJR  has  taken  exactly  the  opposite  position  in  court  cases.  There 

RJR  argues  that  the  risk  of  becoming  addicted  to  cigarettes  is  so  foreseeable  to  consumers 

that  consumers  must  be  held  to  have  assumed  the  risk.  For  instance,  in  one  case  RJR 

argued  that  consumers  should  not  be  allowed  to  sue  cigarette  manufaaurers  on  the 

grounds  that  they  become  addicted,  because  they  should  have  foreseen  this  risk: 

There  can  be  no  serious  suggestion  that  ordinary  consumers  do  not 
expect  to  find  nicotine  in  cigarettes,  or  that  ordinary  consumers  have 
not  long  been  well  aware  that  it  may  be  very  difficult  to  stop 
smoking.  The  common  knowledge  of  the  alleged  habituating  or 
^'addicting*'  properties  of  cigarettes  has  resulted  in  almost  casual 
references  to  these  properties  in  decisions  from  around  the  country 
throughout  this  century 

RJR  asserts  that  this  statement  does  not  acknowledge  addiction  because  RJR  is 
merely  stating  that  “allegations”  concerning  the  addictive  properties  of  cigarettes  ate  well 
known.  However,  RJR’s  position  in  the  litigation  and  its  position  before  the  Agency  are 
in  fundamental  conflict.  RJR  cannot  consistently  deny  its  awareness  of  nicotine’s 
addictive  properties  while  at  the  same  time  claiming  that  its  consumers  should  be  deemed 
to  have  an  awareness  of  these  properties.  RJR’s  recognition  of  “the  common  knowledge 
of  the  alleged  habituating  or  ‘addicting’  properties  of  cigarettes”  is  thus  further  evidence 
of  RJR’s  awareness  of  the  addictive  and  other  pharmacological  effects  of  cigarettes. 

In  sum,  the  internal  RJR  memoranda  in  the  administrative  record,  RJR’s  published 
research  into  nicotine  pharmacology,  RJR’s  development  of  alternative  tobacco  products 
that  function  as  nicotine  delivay  devices,  and  even  RJR’s  litigation  briefs  all  point  to  the 


Appellees  bwief  in  reply  to  ^pellants’  oi^)ositi(Xi  to  petition  tor  transfer,  Rogers  v.  RJ.  Reynolds  et  al. 
(Si^.  Cl  Ind.)  (No.  49A02-8904  CW  164)  (1990),  at  7-8  (citaticm  omitted)  (emi^iasis  added).  See  AR 
(Vol.  21  Ref.  229). 
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conclusion  that  RJR  knows  that  its  cigarettes  will  have  pharmacological  effects*  that 
consumers  will  purchase  its  products  to  obtain  these  effects,  and  that,  in  essence,  its 
cigarettes  function  as  nicotine  delivery  (tevices.  This  is  persuasive  evidence  that  RJR 
intends  its  product  to  affect  the  structure  and  function  of  the  body.  » 

c.  The  Statements  and  Research  of  Brown  &  Williamson 
The  administrative  record  includes  a  large  array  of  documents  fiom  the  Brown  & 
Williamson  Tobacco  Corporation,  the  third  largest  cigarette  manufacturer  in  the  United 
States,  and  its  corporate  parent,  BAT  Industries  PLC,  formerly  British- American  Tobacco 
Company  (BATCO).  These  documents  show  that  Brown  &  WUliamson  and  BATCO 
have  conducted  extensive  research  on  nicotine’s  pharmacological  effects  and  that  for  over 
30  years  senior  researchers  and  officials  at  Brown  &  Williamson  and  BATCO  have 
considered  nicotine  to  be  “addictive;”^^  “an  extremely  biologically  active  compound 
capable  of  eliciting  a  range  of  pharmacological,  biochemical  and  physiological 
responses”^’^  and  the  reason  “why  people  inhale  smoke.”^^* 

The  documents  from  Brown  &  Williamson  and  BATCO  in  the  administrative 
record  include  many  unpublished  reports  from  company  research,  internal  memoranda, 
and  reports  from  conferences  of  company  scientists.  These  documents  are  summarized  in 
the  following  chronology,  which  illustrates  that  the  companies  have  long  regarded 


See,  e.g.,Yeaman  A  (Brown  &  Williamson),  Implications  ofBattelle  Hippo  I  and  II  and  the  Griffith 
Filter  (Jul.  17,  1963),  at  4.  See  AR  (VoL  21  Ref.  221). 

BATCO  Group  R&D,  Method  for  Nicotine  and  Cotinine  in  Blood  and  Urine  (May  21,  1980),  at  2. 
See  AR  (Vol.  23  Ref.  300-1). 

Greig  CC  (BATCO),  Short  Lived  Species  in  Smoke  (Jan.  26, 1984),  attached  to  letter  from  Ayres  Cl 
(BATCO)  to  Kohnhorst  EE  (Brown  &  WiUiamson)  (Feb.  9, 1984),  at  10.  See  AR  (Vol.  34  Ref  584). 
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themselves  as  “in  a  nicotine  rather  than  a  tobacco  industry.”^’’  Although  the  statements  of 
company  scientists  and  officials  seem  to  become  somewhat  more  guarded  with  time,  the 
documents  show  a  consistent  recognition  of  nicotine’s  pharmacological  effects  and  uses, 
including  its  role  in  causing  and  sustaining  addiction. 

i.  Statements  and  Research  in  the  1960’s.  In  the  1960’s,  senior  officials  at 
BATCO  and  Brown  &  Williamson  and  their  senior  researchers  candidly  discussed 
nicotine’s  “addictive”  and  “drug”  effects  in  internal  meetings.  In  a  1962  conference  of 
BATCO  researchers,  for  instance,  Charles  Ellis,  the  science  advisor  to  the  BATCO  board, 
acknowledged  that  ""smoking  is  a  habit  of  addiction He  described  the  role  of  nicotine 
in  cigarettes  as  follows: 

It  is  my  conviction  that  nicotine  is  a  very  remarkable  beneficent 
drug  that  both  helps  the  body  to  resist  external  stress  and  also  can 
as  a  result  show  a  pronounced  tranquillising  effect. . . .  Nicotine  is 
not  only  a  very  fine  drug,  but  the  techniques  of  administration  by 
smoking  has  [sic]  considerable  psychological  advantages  and  a 
built-in  control  against  excessive  absorption.  It  is  almost 
impossible  to  take  an  overdose  of  nicotine  in  the  way  it  is  only  too 
easy  to  do  with  sleeping  pills. 

Charles  Ellis  recommended  that  BATCO  condua  research  “to  investigate  whether 
cigarette  smoke  produces  effects  on  the  central  nervous  system  characteristic  of 
tranquilising  or  stimulating  drugs  and,  if  so,  to  see  if  such  activity  is  due  solely  to 
nicotine.”^  The  Battelle  Memorial  Institute  in  Geneva,  Switzerland,  conducted  this 

J(4ins(Mi  RR  (BATCO),  Comments  on  Nicotine  (Jun.  30,  1963X  at  10-11.  See  AR  (VoL  21  Ref.  242). 

^  Ellis  C  (BATCO),  The  smoking  and  health  problem,  in  Smoking  and  Health-Policy  on  Research, 

Research  Conference,  Southampton,  England  (1962),  at  4  (en^hasis  added).  See  AR  (VoL  21  Ref.  220). 

Id.  at  15-16  (en^hasis  added). 

^^W.atl6. 
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research  for  BATCO,  producing  a  series  of  reports  in  1%3  called  “HIPPO  I,”  “HIPPO 
II,”  “The  Fate  of  Nicotine  in  the  Body,”  and  “A  Tentative  Hypothesis  on  Nicotine  • 

Addiction.” 

These  reports  substantiated  and  explained  nicotine’s  drug-like  and  addictive 
effects.  “HIPPO  II,”  for  instance,  suggested  that  "'the  key  to  the  explanation  of  both 
phenomena  of  tolerance  and  of  addiction”  to  nicotine  could  be  found  through  “[a] 
quantitative  investigation  of  the  relations  with  time  of  nicotine — and  of  some  possible 
brain  mediators — on  adreno-corticotrophic  activity The  report  further  stated  that  “the 
so-called  ‘beneficial  effects’  of  nicotine  are  of  two  kinds:  1.  Enhancing  effect  on  the 
pituitary-adrenal  response  to  stress;  2.  Regulation  of  body  weight.”^®^ 

Similarly,  “The  Fate  of  Nicotine  in  the  Body”  found  that  nicotine  "appears  to  be 
intimately  connected  with  the  phenomena  of  tobacco  habituation  (tolerance)  and/or 
addiction.”^^^  It  also  reported  “[t]here  is  increasing  evidence  that  nicotine  is  the  key 
factor  in  controlling,  through  the  central  nervous  system,  a  number  of  beneficial  effects 
of  tobacco  smoke,  including  its  action  in  the  presence  of  stress  situations.”^“ 

“A  Tentative  Hypothesis  on  Nicotine  Addiction”  stated  that  “the  hypothalomo- 
pituitary  stimulation  of  nicotine  is  the  beneficial  mechanism  which  makes  people  smoke. 


Haselbach  C,  Libert  O,  Final  Report  on  Project  HIPPO  II  (Mar.  1963),  at  4  (emphasis  added).  See  AR 
(Vol.64Ref.321). 

^ Id.  2X2. 

Geissbuhlo'  H,  Haselbach  (Z,  The  Fate  of  Nicotine  in  the  Body  (May  1963),  at  1  (emphasis  added).  See 
AR(Vol.21Ref.243). 

Id.  at  1  (eii4)hasis  added). 
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in  other  words,  nicotine  helps  people  to  cope  with  stress."^^^  The  report  then  suggested 

\ 

that  nicotine  addiction  could  be  explained  as  follows: 

If  nicotine  intake,  however,  is  prohibited  to  chronic  smokers,  the 
corticotropin-releasing  ability  of  the  hypothalmus  is  greatly 
reduced,  so  that  these  ipdividuals  are  left  with  an  unbalanced 
endocrine  system.  A  body  left  in  this  unbalanced  status  craves  for 
renewed  drug  intake  in  order  to  restore  the  physiological 
equilibrium.  This  unconscious  desire  explains  the  addiction  of  the 
individual  to  nicotine.^ 

The  Battelle  reports  were  distributed  to  the  top  officials  at  Brown  &  Williamson 
and  other  tobacco  companies.  Charles  Ellis  sent  copies  of  the  Battelle  reports  to  the 
president  of  Brown  &  Williamson,  William  S.  Cutchins.  Brown  &  Williamson  in  turn  sent 
the  Project  Hippo  reports  to  RJR.^®’ 

In  July  1963,  Brown  &  Williamson’s  general  counsel,  Addison  Yeaman,  wrote  an 
internal  memorandum  entitled  “Implications  of  Battelle  Hippo  I  and  11  and  the  Griffith 
Filter.”  He  stated  that  “nicotine  is  addictive*'  and  that  “[wje  are,  then,  in  the  business  of 
selling  nicotine,  an  addictive  drug . . . 

/ 

Haselbach  Q  Libert  O,  A  Tentative  Hypothesis  on  Nicotine  Addiction  (May  30, 1963),  at  1  (emphasis 
added).  See  AR  (VoL  20  Ref.  197). 

^  Id.  at  2  (en^diasis  added). 

Note  to  Cutchins  WS  (Brown  &  WUliamson)  (  Jua  19, 1963).  See  AR  (VoL  14,  Ref.  165-4). 

Letter  ftom  Ellis  C  (BATCO)  to  Yeaman  AY  (Brown  &  Williamson)  (Jun.  28, 1963).  See  AR  (VoL  14 
Ref.  165-2). 

Letter  from  Yeaman  AY  (Brown  &  Williamson)  to  Jacob  EJ  (R.J.  Reynolds  C!o.)  (Aug.  5, 1963).  See  AR 
(Vol.  14  Ref.  165-3). 

Yeanuuh  AY  (Brown  &  Williamson),  Implications  of  Battelle  Hippo  I  and  II  and  the  Griffith  Filter 
(Jul.  17, 1%3),  at  4  (emphasis  added).  See  AR  (VoL  21  Ref.  221). 
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These  views  were  frequently  reiterated.  In  June  of  1967,  Charles  Ellis  stated,  “h« 
are  in  a  nicotine  rather  than  a  tobacco  industry. Several  months  later,  at  an  October 
1967  meeting,  BATCO  researchers  agreed  that  "'[s]moldng  is  an  addictive  habit 
attributable  to  nicotine 

In  1968,  Sidney  J.  Green,  who  was  a  member  of  BATCO’s  board  as  well  as  the 

« 

company’s  director  of  research,  acknowledged  that  one  “recognisable  type”  of  smoking 
behavior  is  "^addictive'"  smoking.  He  added,  “it  seems  a  good  assumption  that  nicotine 
plays  a  predominant  role  for  many  smokers. ...  [A]  good  part  of  the  tobacco  industry  is 
concerned  with  the  administration  of  nicotine  to  consumers.''^^^ 

Similarly,  at  another  BATCO  research  conference  in  1968,  the  researchers  agreed 
that  nicotine  has  ''pre-eminent  importance”  and  that  “the  pharmacology  of  nicotine  should 
continue  to  be  kept  under  review.”^^** 

A  year  later,  at  a  1969  meeting  of  BATCO  researchers,  BATCO  scientist  D.  J. 

Wood  stated: 

The  presence  of  nicotine  is  the  reason  why  the  tobacco  plant  was 
singled  out  from  all  other  plants  for  consumption  in  this  rather 
unusual  way. 

Nicotine  has  well  documented  pharmacological  action.  It 
is  claimed  to  have  a  dual  effect,  acting  both  as  a  stimulant  and  a 
tranquilliser.  It  is  believed  to  be  responsible  for  the  "satisfaction” 

Johnson  RR  (BATCO),  Comments  on  Nicotine  (Jun.  30, 1963),  at  10  (emphasis  added).  See  AR  (Vol. 

21  Ref.  242). 

Minutes  of  BATCO  Group  R&D  Conference  at  Montreal,  (Canada  (OcL  24, 1967),  at  2  (emphasis 
added).  See  AR  (Vol.  21  Ref.  206-4).  FDA  notes  that  the  version  of  this  document  made  public  by 
Congress  contains  a  handwritten  edit  changing  "an  addictive  habit"  to  "a  habit" 

Green  SJ  (BATCO),  BAT  Group  Research  (Sep.  4, 1968),  at  1-2  (emphasis  added).  See  AR  (VoL  15 
Ref.  192). 

Minutes  of  BATCO  Research  Confoence  at  Hilton  Head,  SC  (Sep.  24-30, 1968),  at  3  (emphasis 
added).  See  AR  (VoL  31  Ref.  525-1). 
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of  smoking,  using  this  term  in  the  physiological  rather  than  the 
psychological  sense.^^^ 

And  at  another  ^969  conference  of  BATCO  scientists,  the  following  conclusion 
was  reached:  ‘’’’[tjhe  Conference  agreed  that  all  the  evidence  contirmes  to  demonstrate  the 
importance  of  nicotine  to  the  smoker. . . 

Numerous  other  similar  statements  were  made  by  Brown  &  Williamson  and 
BATCO  researchers  and  officials  in  the  1960’s.  They  are  described  in  the  Jurisdictional 
Analysis.  See  60  FR  41584-41586.  Collectively,  these  statements  show  that  even  as  early 
as  the  1960’s,  Brown  &  Williamson  and  BATCO  officials  knew  the  addictive  and  other 
pharmacological  effects  of  nicotine,  knew  that  consumers  smoked  cigarettes  for  these 
effects,  and  viewed  themselves  as  in  the  drug  delivery  business. 

il  Statements  and  Research  in  the  1970’s  and  198Q’s.  Throughout  the  1970’ s 
and  1980’ s.  Brown  &  Williamson  and  BATCO  officials  continued  to  emphasize  the 
importance  of  nicotine  in  cigarettes.  At  a  1970  conference  of  BATCO  researchers,  for 
instance,  die  researchers  postulated  that  *^[n]icotine  is  important,  and  there  is  probably  a 
minimum  level  necessary  for  consumer  acceptance  in  any  given  market."^^^  , 

In  1972,  S.J.  Green,  the  BATCO  board  member  and  research  direaor,  stated  that 
**[t]he  tobacco  smoking  habit  is  reinforced  or  dependent  upon  the  psycho- 


Wood  DJ  (B  ATCOX  Aspects  of  the  R&DE  Function,  Notes  for  a  talk  given  by  Wood  DJ  at  Chelwood, 
Sep.  1969  (Jul.  20, 1970),  at  7  (emphasis  added).  See  AR  (VoL  22  Ref.  287). 

Minutes  of  BATCO  Research  (inference  at  Kronberg  (Jun.  2-6, 1969),  at  7  (emphasis  added).  See 
AR(Vol.  14  Ref.  1724). 

Summary  and  conclusions  of  BAT  Group  Research  Conference  at  St  Adele,  Quebec  (Nov.  9-13, 
1970),  at  1  (emphasis  added).  See  AR  (VoL  23  Ref.  294). 
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pharmacological  effects  mainly  of  nicotiner^^*  Similarly,  a  1972  BATCX)  research  report 
observed: 

It  has  been  suggested  that  a  considerable  proportion  of  smokers 
depend  on  the  pharmacological  action  of  nicotine  for  their 
motivation  to  continue  smoking. 

If  this  view  is  correct,  the  present  scale  of  the  tobacco 
industry  is  largely  dependent  on  the  intensity  and  nature  of  the 
pharmacological  action  of  nicotine. 

These  statements  demonstrate  an  awareness  that  nicotine  has  “reinforcing”  effects,  one  of 
the  hallmarks  of  an  addictive  substance,  and  that  the  tobacco  industry  is  built  upon  these 
effects. 

At  a  1974  BATCO  conference,  company  scientists  reported  that  BATCO  research 
had  found  that  consumers  appear  to  smoke  to  fulfill  their  “nicotine  requirements,”  stating 
that  “the  Kippa  study  suggests  that  whatever  the  characteristics  of  cigarettes  as 
determined  by  smoking  machines,  the  smoker  adjusts  his  pattern  to  deliver  his  own 
nicotine  requirements  ( about  0. 8  mg  per  cigarette 

At  a  1976  BATCO  conference  on  smoking  behavior,  the  researchers  again  stated 
that  nicotine  has  reinforcing  effects  on  smokers,  observing  that  nicotine  is  ‘‘'known  to  be 
pharmacologically  active  in  the  brain*'  and  is  "considered  to  be  the  reinforcing  factor  in 
the  smoking  habit  for  at  least  80%  of  smokers."^^' 

Green  SJ  (BATCO),  The  Association  of  Smoking  and  Disease  (Ju).  26, 1972),  at  1  (emphasis  added). 

5«eAR(VoL  15Ref.  193). 

Kilbum  KD,  Underwood  JG  (BATCO),  Preparation  and  Properties  of  Nicotine  Analogues  (Nov.  9, 

1972),  at  2  (citations  omitted)  (emphasis  added).  See  AR  (VoL  31  Ref.  524-1). 

Notes  cm  BATCO  Group  R&D  Conference  at  Duck  Key,  FL  (Jan.  12-18, 1974),  at  2  (emphasis  added). 

See  AR  (VoL  25  Ref.  327). 

Minutes  of  BATCO  Group  R&D  Ckmfermice  cm  Smoking  Bdiaviour  at  Southamptcm,  England 
(Oct  11-12, 1976),  atBW-W2-02145,  BW-W2-02152-BW-W2-02153  (emphasis  added).  See  AR(Vol. 

14  Ref.  180). 
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At  a  1977  conference,  nicotine  was  once  more  the  “focal  point.”  A  Brown  & 

Williamson  summary  of  the  conference  stat^  that  “[i]n  many  cases,  psychological  and 
physiological  changes  observed  in  subjects . . .  were  shown  to  be  due  to  nicotine”  and 
“[m]ost  researchers  conclude  that  the  nicotine  effect  is  biphasic  and  dosage  dependent; 
small  doses  stimulate  and  large  doses  depress 

A  year  later,  BATCX)  board  member  and  chief  researcher  S.J.  Green  explicitly 
acknowledged  that  nicotine  is  addictive.  Specifically,  he  wrote  ^^[t]he  strong  addiction  to 
cigarette[s]  removes  freedom  of  choice  from  many  individuals.'’'^^ 

A  1980  BATCO  research  report  stated  that  *‘[n]icotine  is  an  extremely 
biologically  active  compound  capable  of  eliciting  a  range  of  pharmacological,  ■ 
biochemical  and  physiological  responses  in  vivo."^^ 

A  1981  report  on  the  pharmacology  of  nicotine  by  the  Tobacco  Advisory  Council, 
which  represents  U.K.  tobacco  manufacturers  including  BATCO,  stated  that  “nicotine  is 
regarded  as  the  most  pharmacologically-active  compound  in  tobacco  smoke"  and 
concluded  that  “[i]n  a  nutshell,  our  approach  has  been  to  regard  nicotine  as  a  *drug'"^^ 


Trip  rep(Mt  of  BATCO  International  Smoking  Bdiavior  Conference  at  Chelwood  Vachoy,  England 
(Jan.  6, 1978),  at  1-2  (emphasis  added).  See  AR  (VoL  178  Ref.  2075). 

Notes  of  Green  SJ  (1978)  (emphasis  added).  See  AR  (Vol.  528  Ref.  97,  appendix  18). 

BATCX)  (jioup  R&D,  Method  for  Nicotine  and  Cotinine  in  Blood  and  Urine  (May  21,  1980),  at  2 
(emphasis  added).  See  AR(Vol.  23,  Ref.  3(X>-1). 

Cohen  AJ,  Roe  FJC  (Tobacco  Advisory  (Council),  Monograph  on  the  Pharmacology  and  Toxicology  of 
Nicotine  (1981),  at  1, 17  (emidiasis  added).  See  AR  (Vol.  14  Ref  184). 


232 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  44889 


ILC.2. 

In  1982,  a  market  research  report  for  Imperial  Tobacco  Ltd.,  BATCO’s  Canadian 

subsidiary,  referred  to  attitudes  of  adolescents  “[o]nce  addiction  does  take  place,”  and 

states  that  “addicted  they  do  indeed  become.”  The  report  goes  on: 

Recidivism  has  several  causes . . .  [including]  the  belief  that  after  a 
few  weeks  off  cigarettes,  one  could  begin  again  to  smoke  ‘just  a 
few.’ . . .  This  ‘just  a  few’  business  is  actually  a  surrender  to 
addiction  while  trying  to  . . .  pretend  to  oneself  and  to  others  that 
addiction  is  no  longer  present,  which  is  nonsense. 

At  a  1983  BATCO  research  conference,  the  minutes  of  the  proceedings  state  that 
^ftjhe  basic  assumption  is  that  nicotine ..  .is  almost  certainly  the  key  smoke  component 
for  satisfaction  . . 

In  a  1984  letter,  C.  I.  Ayres  of  BATCO  wrote  to  E.  E.  Kohnhorst,  the  executive 

vice  president  and  chief  operating  officer  of  Brown  &  Williamson,  enclosing  a  report 

stating  that  nicotine  is  “why  people  inhale  smoke”: 

It  is  well  known  that  nicotine  can  be  removed  from  smoke  by  the 
lung  and  transmitted  to  the  brain  within  seconds  of  smoke 
inhalation.  Since  it  is  the  major  or  sole  pharmacologically  active 
agent  in  smoke,  it  must  be  presumed  that  this  is  its  preferred 
method  of  absorption  and  thus  why  people  inhale  smoke.^^ 

In  1984,  BATCO  also  held  two  research  conferences  at  which  nicotine  was 

extensively  discussed.  At  the  first  conference,  BATCO  researchers  held  sessions  on 


Kwechansky  Marketing  Research  (report  prepared  for  Imperial  Tobacco  Ltd.),  Project  Plus/Minus 
(May  7, 1982),  at  i,  26  (emphasis  added).  See  AR  (Vol.  108  Ref.  1571). 

Id.  at  36-37  (emphasis  added). 

Minutes  of  BATCO  Research  Conference  at  Rio  de  Janeiro  (Aug.  22-26, 1983),  at  10  (emphasis 
added).  See  AR  (VoL  179  Ref.  2087). 

Greig  CC,  Short  Lived  Species  in  Smoke  (JaiL  26, 1984),  attached  to  letter  firom  Ayres  Cl  (BATCO)  to 
Kohnhorst  EE  (Brown  &  Williamson)  (Feb.  9,  1984),  at  10  (emphasis  added).  See  AR  (VoL  34  Ref.  584). 
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“Nicotine  Dose  Requircment-Bacl^round,”  “Nicotine  Dose  Estimation,”  “Effects  of 

Nicotine — Interaction  with  the  Brain  (Pharmacology),”  and  “Product  Modification  for 

Maximal  Nicotine  Effects.”^^  The  researchers  reported  that  “[ijntuitively  it  is  felt  that 

‘satisfaction'  must  be  related  to  nicotine.  Many  people  believe  it  [is]  a  ‘whole  body 

response’  and  involves  the  action  of  nicotine  in  the  brain.”^^^  They  also  acknowledged 

“the  central  role  of  nicotine  in  the  smoking  process  and  our  business  generally. 

At  the  second  conference,  B  ATCX)  researchers  reported  that  “in  its  simplest  sense 

puffing  behaviour  is  the  means  of  providing  nicotine  dose  in  a  metered  fashion.”^^^ 

According  to  one  BATCO  researcher  speaking  at  the  conference: 

Smoking  is ...  a  personal  tool  used  by  the  smoker  to  refine  his  behaviour  and 
reactions  to  the  world  at  large. 

It  is  apparent  that  nicotine  largely  underpins  these  contributions  through 
its  role  as  a  generator  of  central  physiological  arousal  effects  which  express 
themselves  as  changes  in  human  perfomiance  and  psychological  well-being.”^^ 

Other  similar  statements  are  summarized  in  the  Jurisdictional  Analysis.  See  60  FR 

41584-41666.  Like  the  statements  quoted  above,  they  show  that  scientists  at  Brown  & 


Ayres  Cl  (BATCO),  Notes  from  die  GR&DC  [Groiqi  Research  and  Development  Coitre]  Nicotine 
Ccmference  at  Southamptcm,  England  (JuL  9-12, 1984)  (slide),  at  BW-W2-02639.  See  AR  (VoL  14  Ref. 
111). 

Minutes  of  BATCO  Nicotine  Omfeimice  at  Southamptmi,  England  (Jim.  6-8, 1984),  at  BW-W2-01977 
(en^diasis  added).  See  AR  (VoL  22  Ref.  287-6). 

Ayres  Cl  (BATCO),  Notes  from  the  GR&DC  [Group  Research  and  Development  Centre]  Nicotine 
Omfereace  at  Southampton,  England  (Jul.  9-12, 1984),  at  62  (emphasis  added).  See  AR  (Vol.  14  Ref. 
172-1). 

Proceedings  of  BATCO  Group  R&D  Smoking  Behaviour-Markedng  Conference,  Session  I  (Jul.  9-12, 
1984)  (sUde),  at  BW-W2-03242  (emphasis  added).  See  AR  (VoL  21  Ref.  238). 

Ferris  RP,  The  role  of  smoking  behaviour  in  product  development:  some  observations  on  the 
psychological  aspects  of  smoking  behaviour,  in  Proceedings  of  BATCO  Group  R&D  Smoking  Behaviour- 
Marketing  CcHiference,  Session  IB  (JuL  9-12, 1984),  at  79  (en^diasis  added).  See  AR(Vol.  192  Ref. 
2172). 
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Williamson  and  BATCO  devoted  extensive  attention  to  understanding  the 

pharmacological  effects  and  uses  of  nicotine,  consistently  regarded  nicotine  as  being  the 

primary  reason  consumers  smoked,  and  viewed  cigarettes  as  nicotine  delivery  devices. 

iiL  Statements  and  Research  in  the  1990*s.  J^ew  documents  received  by  FDA 

during  the  public  conunent  period  demonstrate  that  researchers  and  officials  of  Brown  & 

Williamson  and  BATCO  continue  to  hold  similar  views  about  nicotine  in  cigarettes  in  the 

1990’s.  The  new  documents  are  a  series  of  memoranda  relating  to  the  potential  purchase 

in  1992  by  BATCO  of  a  manufacturer  of  nicotine  patches,  Stowic  Resources  Ltd.^^^ 

Brown  &  Williamson’s  research  department  evaluated  the  potential  purchase  in  a 

memorandum  entitled  “Transdermal  Nicotine  Patches.”  Brown  &  Williamson  researchers 

observed  that  “[t]here  is  currently  a  void  in  the  market  for  a  product  that  provides  tobacco 

satisfaction  in  a  form  that  is  acceptable  and  available  to  many  segments  of  the  market”  and 

recommended  that  “[w]e  should  be  looking  for  opportunities  to  fill  the  void.”^^ 

However,  Brown  &  Williamson  researchers  expressed  doubts  that  a  nicotine  patch  could 

provide  consumers  with  the  same  pharmacological  effects  obtained  by  smoking: 

The  pattern  of  the  blood  nicotine  concentrations  attained  by 
smoking  vs  the  patch,  however,  are  different  With  smoking,  blood 
nicotine  absorption  is  very  rapid.  Blood  nicotine  concentrations 
go  through  a  series  of  peaks  and  troughs  with  successive  cigarette 
smoking  throughout  the  day. . . .  With  the  patch,  nicotine 
absorption  is  relatively  slow  and  continuous  and  peak  blood  levels 
are  not  as  high  as  with  cigarette  smoking.  A  major  advantage  of 
cigarette  smoking  over  the  nicotine  patch  system  is  the  ability  for 

Salter  R,  Transdermal  Nicotine  (Apr.  3, 1992);  Research  and  Development,  Response  to  BAT 
Industries  Note  on  Transdermal  Nicotine  (28.02.92)  (Mar.  27, 1992);  Kausch,  Researdi  and 
Development/C^uality,  Transdermal  Nicotine;  Research  and  Development/Quality,  Transdermal  Nicotine 
Patches;  McGraw  M  (Brown  &  Williamson),  Nicotine  Delivery  Systems  (Ajm:.  24,  1992).  See  AR  (Vol. 
531  Ref.  124). 

Transdermal  Nicotine  Patches,  at  3.  See  AR  (VoL  531  Ref.  124). 
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the  smoker  to  have  very  flexible  control  over  titrating  his  desired 

dose  of  nicotine. 

Similar  views  were  expressed  by  other  BAT  Industries  subsidiaries.  BAT 
Industries’  Gennan  subsidiary,  for  instance,  stated  that  '^[t]he  rapid,  peaking  intake  of 
nicotine  which  the  smoker  clearly  wants  cannot  be  achieved,  with  nicotine 
application  via.. .  plaster. 

The  German  subsidiary  further  acknowledged  that  nicotine  can  produce 
dependency  and  addiction.  According  to  the  German  report,  which  was  distributed  by 
BAT  Industries  to  the  then  president  of  Brown  &  Williamson,  R.  J.  Pritchard,  "ftjhe 
disadvantage  of  rapid  nicotine  intake  similar  to  that  achieved  with  a  cigarette  is  seen  in 
the  danger  of  people  possibly  becoming  dependent  on  it."^^^  The  German  subsidiary 
observed  that  even  with  nicotine  gum  there  is  a  ""danger  of  addiction,'"  stating  that  “the 
smoker  can  organize  intake  to  suit  himself’  and  achieve  “[ajctive  control  over  intake  and 
the  condition  it  produces.”^^ 

Brown  &  Williamson’s  legal  department  argued  against  the  purchase  of  Stowic  on 
legal  grounds,  warning  that  it  would  suggest  that  Brown  &  Williamson  is  in  “the  nicotine 
delivery  business”  and  cause  Brown  &  Williamson  to  ""run  a  serious  risk  of  facing  FDA 
jurisdiction."  The  lawyers  also  argued  that  the  purchase  of  Stowic  would  have 
“disastrous”  implications  for  produa  liability  litigation  because  ""[t]he  marketing  of  any 

Id.  at  2  (emphasis  added). 

Research  and  DevelopmentA^uality,  Re:  Transdermal  Nicotine,  at  3  (emphasis  added).  See  AR  (Vol. 

531  Ref.  124). 

Id.  at  3  (emphasis  added). 

^  Id.  at  2. 
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nicotine  delivery  system  undercuts  our  position  on  addiction'"^^  Ultimately,  BAT 
Industries  rejected  the  purchase  of  Stowic. 

iv.  The  Wigand  Deposition.  A  comment  from  public  health  organizations  has 
also  urged  FDA  to  consider  a  1995  deposition  of  Jeffrey  S.  Wigand,  the  vice  president  of 
research  and  development  at  Brown  &  Williamson  from  1989  to  1993.  According  to 
Wigand’ s  deposition,  which  was  submitted  to  the  Agency  with  the  comment,  and  which 
has  been  widely  publicized  in  the  media,  a  number  of  officers  of  Brown  &  Williamson, 
including  Thomas  Sandefur,  the  company  president  and  chief  executive  officer,  made 
“numerous  statements  . . .  that  we*re  in  the  nicotine  delivery  business  Wigand  also 
testified  in  the  deposition  that  Sandefur  “frequently”  stated  the  opinion  and  belief  that 
nicotine  is  ^'addictive”;^^  that  Brown  &  Williamson  manipulates  nicotine  levels  in  tobacco, 
using  various  techniques  including  blending  of  tobacco  leaves  and  adding  ammonia 
compounds  to  change  the  pH  of  smoke;^  that  BATCO  scientists  had  done  studies  to 
identify  “the  boundaries  of  nicotine  pharmacology,”  and  that  BATCO  showed  that 
nicotine  below  “0.4  milligrams  does  not  sustain  satisfaction.”^^ 


McGraw  M  (Brown  &  Williamson),  Nicotine  Delivery  Systems  (Apr.  24, 1992),  at  1-2  (emphasis 
added).  See  AR  (VoL  53 1  Ref.  124). 

Deposition  transcript  of  Wigand  JS  (Nov.  29, 1995),  at  12  (enqihasis  added).  See  AR  (VoL  700  Ref. 
224,  exhibit  2). 

Id.  at  12-13. 

^  Id.  at  21-29. 

Mat  27, 33. 
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Wigand’s  assertions  in  the  deposition  have  been  disputed  by  Brown  &  Williamson, 
which  contends  that  they  are  untrue.^  His  statements,  however,  are  consistent  with  and 
corroborated  by  the  views  expressed  by  Brown  &  Williamson  and  BAT  Industries  officials 
since  the  1960’s.  Although  the  Agency  finds  Wigand’s  testimony  to  be  additional  relevant 
evidence  of  the  manufacturers’  intent  to  affect  the  struaure  and  function  of  the  body,  his 
testimony  is  not  essential  to  any  of  the  Agency’s  determinations. 

Cumulatively,  the  three  decades  of  documents  from  Brown  &  Williamson, 

BATCO,  and  BAT  Industries  demonstrate  that  these  companies  have  long  understood  that 
nicotine  is  addictive  and  has  other  significant  pharmacological  effects;  that  consumers 
smoke  cigarettes  to  obtain  the  drug  effects  of  nicotine;  and  that  cigarettes  are  a  drug 
delivery  system,  functioning  as  “the  means  of  providing  nicotine  in  a  metered  fashion.”^^ 

d.  The  Statements  and  Research  of  Other  Cigarette 
Manufacturers 

The  administrative  record  establishes  that  the  other  major  cigarette  companies,  the 
American  Tobacco  Company,  the  Lorillard  Tobacco  Company,  and  the  Liggett  Group 
Inc.,  funded  research  studies  similar  to  the  research  conducted  by  Philip  Morris,  RJR,  and 
Brown  &  Williamson,  and  as  a  result  of  the  research  have  acquired  a  detailed  knowledge 
of  the  pharmacological  effects  of  nicotine  on  the  brain. 

For  instance,  American  Tobacco  which  merged  with  Brown  &  Williamson  in  1995, 
funded  extensive  research  on  nicotine  pharmacology.  From  1940  through  1970,  American 

^  See,  e.g.,  Freedman  AM,  Cigarette  defector  says  CEO  lied  to  Congress  about  view  of  nicotine.  Wall 
Street  Journal,  Jan.  26,  1996.  See  AR  (VoL  639  Ref.  2). 

Proceedings  of  BATCO  Group  R&D  SnK^king  Behaviour  Marketing  Conference,  Session  I  (JuL  9-12, 

1984)  (slide),  at  BW-W2-0324Z  See  AR  (VoL  24  Ref.  316). 
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Tobacco  funded  1 1 1  studies  on  the  biological  effects  of  cigarettes.^  According  to  a  staff 

report  of  the  House  Subcommittee  on  Health*  and  the  Environment,  ninety-three  of  these 

studies  (over  80%)  related  to  the  effects  of  nicotine  on  the  body.^’  In  one  1945  study 

funded  by  the  company,  entitled  “The  Role  of  Nicotine  in  the  Cigarette  Habit,”  smokers 

were  given  cigarettes  with  extremely  low  levels  of  nicotine.  The  study  found  that  half  of 

the  subjects  “definitely  missed  the  nicotine.”^^ 

The  activities  of  the  Council  for  Tobacco  Research  (CTR),  an  industry  trade 

association  that  conducts  research  on  behalf  of  the  major  tobacco  producers  in  the  United 

States,^^^  are  further  evidence  of  the  extent  of  the  industry’s  knowledge  of  the 

pharmacological  effects  of  nicotine  on  the  human  brain.  On  behalf  of  the  tobacco 

industry,  CTR  has  funded  numerous  studies  on  the  pharmacology  of  nicotine.  The  goal  of 

these  studies  was  to  learn  why  nicotine  makes  people  want  to  smoke: 

Most  of  the  pharmacological  studies  currently  being  supported  by  pie 
Council  are  concerned  with  the  effects  of  nicotine  and/or  smoking  on  the 
central  nervous  system  (the  brain)  with  the  object  of  learning  more  about 
why  people  like,  want  or  need  to  smoke. 


Staff  Report,  Evidence  of  Nicotine  Manipulation  by  the  American  Tobacco  Company,  and  exhibits, 
prepared  by  the  Majority  Staff  Subcommittee  on  Health  and  the  Environment  (Dec.  20, 1994),  at  3.  See 
AR  (Vol.  292  Ref.  4064-4066). 

Finnegan  JK,  Larson  PS,  Haag  HB  (American  Tobacco  Co.\  The  role  of  nicotine  in  the  cigarette  habit, 
in  Biologic  Research  on  Tobacco  (American  Tobacco  Company:  1%2),  at  65-66  (OTiginally  published  in 
Science  1945;102).  AR(VoL  14  Ref.  178-1). 

All  the  major  cigarette  manufacturers  have  participated  in  CTR.  The  current  members  include  Philip 
Morris,  R.  J.  Reynolds,  Brown  &  Williamson,  and  Lorillard  Tobacco  Co.  Although  the  Liggett  Group  is 
not  currently  a  member  of  CTR,  it  has  been  so  in  the  past  See  Letter  from  Yeaman  to  Ahrensfeld  et  al.  of 
Dec.  6, 1977.  See  AR  (Vol.  478  Ref  8069). 

Council  for  Tobacco  Research,  Report  of  the  Scientific  Director.  1969-1970,  at  13  (emphasis  added). 
See  AR  (VoL  16  Ref  195-4). 
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The  body  of  CTR  research  on  nicotine  pharmacology  is  extensive.  For  example: 

•  Thirty-nine  CTR  studies  identify  the  sites  and  mechanisms  of  nicotine  receptors  in  the 
brain;^^^ 


These  CTR  documents,  alcHig  with  the  other  CTR  documoits  cited  in  diis  section,  can  be  found  in  the 
administrative  leoHd,  Volumes  45-64  of  Docket  95N0253 J : 

Abood  LG,  Grassi  S,  Noggle  HD,  Comparistm  of  the  binding  of  (^tically  pure  (-)-  and  (+)-[3H]  nicotine  ^ 
to  rat  brain  memlxanes,  Neurochem  Res  1985;10(2):259-267. 

Abood  LG,  Lowy  K,  Tometsko  A,  etal.,  Electrophysiological,  bdiavioral,  and  chemical  evidoice  for  a 
nondiolinergic,  stereospecific  site  for  nicotine  in  rat  brain,  JNeurosci  Res  19783(5-6):327-333. 

Abood  LG,  Lowy  K,  Tcnnetsko  A  et  al..  Evidence  for  a  ntmcholincrgic  site  fen  nicotine’s  action  in  brain; 
Psychopharmacological,  electrof^ysiological  and  receptor  binding  smdies.  Arch  Iru  Pharmacodyn  Ther 
1979;23J(2):213-229. 

Abood  LG,  Grassi  S,  Tritiated  MethylcarbamylchoUne  a  new  radioligand  for  studying  brain  nicotinic 
recq)t(xs,  Biochem  Pharmacol  1990;35(23):4199-4202. 

Andetsson  K,  Siegel  R,  Fuxe  K,  et  al..  Intravenous  injections  of  nicotine  induce  very  rs^id  and  discrete  * 
reductions  of  hypothalamic  catecholamiiK  levels  associated  with  inoeases  of  ACTH,  vasojxessin,  and 
prolactin  secretiem,  Acta  Physiol  Scand  1983;1 18(1  >35-40. 

Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Effects  of  acute  central  and  peripheral  administration  of  nicotine 
(m  hypothalamic  catecholamine  nerve  terminal  systems  and  on  the  secretion  of  adenohypophyseal 
hormones  in  the  male  rat,  Med  Biol  1982;6(X2);98-111. 

Andetsstm  K,  Eneroth  P,  Agnati  LF,  Nicotine-induced  increases  of  noradrenaline  turnover  in  discrete 
noradrenaline  nerve  terminal  systems  of  the  hypothalamus  and  the  median  eminence  of  the  rat  and  their 
relationship  to  changes  in  die  secretion  of  adenohypophyseal  hormtHies,  Acta  Physiol  Scand  1981; 
113:227-231. 

Andersson  K,  Fuxe  K,  Agnati  LF,  Effects  of  single  injecticxis  of  nicotine  oa  the  ascending  tk^iamine 
pathways  in  the  rat  Evidence  fm*  increases  of  tk^ianime  turnover  in  the  mesostriatal  and  mesolimbic 
dopamine  neurons,  Acta  Physiol  Scand  1981;1 12(3):345-347. 

Andersson  K,  Fuxe  K,  Agnati  LF,  et  al..  Effects  of  acute  central  and  peripheral  administration  of  nicotine 
(HI  ascending  dopamine  pathways  in  the  male  rat  brain.  Evidence  for  nicotine  induced  increases  of 
dopamine  tumova-  in  various  teloicephalic  dopamine  nerve  terminal  systems,  Med  Biol  1981;59(3);  170- 
176. 

Britto  LR,  Keyser  KT,  Lindstrom  JM,  et  al.,  Immunohistochemical  l(x:alization  of  nicotinic  acetylcholine 
receptor  subunits  in  the  mesencqihalon  and  diencephalon  of  the  chick  (Gallus  gallus),  J  Comp  Neurol 
1992;317(4):325-340. 

(Chance  WT,  Kallman  MD,  Rosecnans  JA  et  al.,  A  comparison  of  nicotine  and  stru(mnally  related 
compounds  as  discriminative  stimuli,  Br  J  Pharmacol  1978;63(4):609-616. 
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Davies  BD,  Hess  W,  Lin  JP,  et  al..  Evidence  for  a  noncholinergic  nicotine  receptor  on  human  i^gocytic 
leukocytes.  Mol  Cell  Biochem  1982;44<1):23-31. 

Fuxe  K,  Andersson  K,  Eneroth  P,  et  al..  Neuroendocrine  actions  of  nicotine  and  of  exposure  to  cigarette 
smoke;  medical  implications.  Psychoneuroendocrinology  1989;14(1-2):19-41. 

Fuxe  K,  Andersson  K,  Eneroth  P,  et  al.,  Neurochemical  mechanisms  underlying  the  noiroendocrine 
actions  of  nicotine;  focus  on  the  plasticity  of  central  cholinergic  nicotinic  receptors.  Prog  Brain  Res 
1989;79;  197-207. 

Harfstrand  A,  Adem  A,  Fuxe  K,  et  al..  Distribution  of  nicotinic  cholinergic  receptors  in  the  rat  tel-and 
diencephalon;  a  quantitative  receptor  autoradiographical  study  using  [3H]-acetylcholine,  [alpha-1251] 
bungarotoxin  and  [3H]  nicotine,  Acta  Physiol  Scand  1988;132(1):1-14. 

Huganir  RL,  Delcour  AH,  Greengard  P,  et  al..  Phosphorylation  of  the  nicotinic  acetylcholine  leceptOT 
regulates  its  rate  of  desensitization.  Nature  1986;321:774-776. 

Lapin  EP,  Maker  HS,  Sorshen  H, al..  Action  of  nicotine  on  accumbens  dopamine  and  attenuation  with 
repeated  administration,  Eur  J  Pharmacol  1989:160(l):53-59. 

Lindstrom  J,  Schoepfer  R,  Conroy  WG,  et  al..  Structural  and  functional  heterogeneity  of  nicotinic 
receptors,  in  The  Biology  of  Nicotine  Dependence,  eds.  Bock  G,  Marsh  J,  Ciba  Foundation  Symposium 
1990:23-42, 152. 

Lukas  RJ,  Heterogeneity  of  high-affinity  nicotinic  [3H]acetylcholine  binding  sites,  J  Pharmacol  Exp  Ther 
1990;253(l):51-57. 

Lukas  RJ,  I%annacological  distinctions  between  functional  nicotinic  acetylcholine  receptors  on  the  PC  12 
rat  pheochromocytoma  and  the  TE671  human  medulloblastoma,  J  Pharmacol  Exp  Ther  1989;251(1):175- 
182. 

Marks  MJ,  Collins  AC  Characterization  of  nicotine  binding  in  mouse  brain  and  comparison  with  die 
binding  of  alpha-bungarotoxin  and  quinuclidinyl  benzilate.  Mol  Pharmacol  1982:554-564. 

Martin  BR,  Aceto  MD,  Nicotine  binding  sites  and  their  localization  in  the  central  nervous  system, 
Neurosci  BiobehavRev  1981;5:473-478. 

I 

Mitchell  SN,. Smith  KM,  Joseph  MH,  et  al..  Increases  in  tyrosine  hydroxylase  messenger  RNA  in  the 
locus  coeruleus  after  a  single  dose  of  nicotine  are  followed  by  time-dqiendent  increases  in  enzyme  activity 
and  noradrenaline  release.  Neuroscience  l993;56(4):989-997. 

Mitchell  SN,  Role  of  the  locus  coeruleus  in  the  noradrenergic  response  to  a  systemic  administration  of 
nicotine.  Neuropharmacology  1993;32(10):937-949. 

Owman  C  Fuxe  K,  Janson  AM,  et  al..  Chronic  nicotine  treatment  eliminates  asymmetry  in  striatal 
glucose  utilization  following  unilateral  transecticm  of  the  mesostriatal  dopamine  padiway  in  rats,  Neurosci 
Lett  1989;102(2-3):279-283. 

Pradhan  SN,  Bowling  C  Effects  of  nicotine  on  self-stimulation  in  rats,  J  Pharmacol  Exp  Ther 
1971;176(l):229-243. 

Rosecrans  JA,  Nicotine  as  a  discriminative  stimulus:  a  neurobehavioral  approach  to  studying  central 
cholinergic  mechanisms,  J  Subst  Abuse  1989;l(3):287-300. 
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•  Thirty-six  CTR  studies  show  that  nicotine  produces  neurochemical  and  metabolic 
effects  in  the  brain;^^ 


Rosecrans  JA,  Noncbolinergic  mechanisms  involved  in  the  behavioral  and  stimulus  effects  of  nicotine, 
and  relati(mships  to  the  process  of  nicotine  dq)endence,  in  Tobacco  Smoking  and  Nicotine:  A 
Neurobiological  Approach^  eds.  Martin  WR,  Van  Loo  GR,  Iwamoto  ET,  et  al.,  1987:125-139. 

Sdia^^i  U,  Nicotine  treatment  of  selected  areas  of  the  cat  brain:  effects  upon  EEG  and  autcmomic  system, 
Int  J  NeuropharmacoH96^',10):201-22Jd. 

Sershen  H,  Lajtha  A,  Nicotinic  Binding  Sites  in  the  brain:  properties,  regulation,  and  putative  endogoious 
ligands,  in,  Tobacco  Smoking  and  Nicotine:  A  Neurobiological  Approach,  eds.  Martin  WR,  Vari  Loo  GR, 
Iwamoto  ET,  et  al.,  1987:481-491. 

Sershen  H,  Reith  ME,  Lajtha  A,  et  al.,  Noncbolinergic,  saturable  binding  of  (-i-/-)-[3H]  nicotine  to  mouse 
brain,  J  Recept  Res  1981:  LIS. 

Stxenson  EM,  Gallagher  JP,  The  reducing  agoit  dithiothreitol  (DTT)  does  not  abolish  the  inhibitory 
nicotinic  response  recwled  from  tat  dorsolateral  septal  neurons,  Neurosci  Lett  1993; 152(1-2):  137-140. 

Stitzer  M,  Mtxrison  J,  Domino  EF,  Effects  of  nicotine  on  fixed-interval  behavior  and  their  modiflcaticm 
by  cholinergic  antagonists,  J  Pharmacol  Exp  Ther  1970;171(2):166-177. 

Sugiyama  H,  Hagino  N,  Moore  G,  et  al.,  [3-H]  Nicotine  binding  sites  in  developing  fetal  brains  in  rats, 
Neurosci  R«5l985;2(5):387-392. 

Svensstm  TH,  Grmhoff  J,  Engberg  G,  Effea  of  nicotine  on  dynamic  function  of  l»ain  catecholamine 
neurons,  in  The  Biology  of  Nicotine  Dependence,  eds.  Bock  G,  Marsh  J.,  CIBA  Foundation  Symposium 
1990;152:169-180. 

Toth  E,  Vizi  ES,  Lajtha  A,  Effect  of  nicotine  on  levels  of  extracellular  amino  acids  in  reguHis  of  the  rat 
brain  in  vivo,  Neuropharmacology  1993;32(8):827-832. 

Whiting  PJ,  Schoepfer  R,  Crmroy  WG,  et  al.,  Ejqitession  of  nkotinic  acetylcholine  receptm:  subtypes  in 
brain  and  retina.  Brain  Res  Mol  Brain  Res  1991;l(Xl):61-70. 

Wong  LA,  Gallagher  JP,  A  direct  nicotinic  recqitcv-mBdiated  inhibition  recorded  intracellulariy  in  vitro, 
Nature  1989;341(6241):439-442. 

W(Hig  LA,  Gallagher  JP,  F^iarmacology  of  nicotiitic  receptor-mediated  inhibition  in  rat  dorsolateral  septal 
nemones,  J  Physiol  (Lend)  1991;436:325-346. 

Andersson  K,  Fuxe  K,  Agnati  LF,  et  al..  Effects  of  acute  central  and  peripheral  administration  of 
nicotine  <m  ascending  dopamine  pathways  in  the  male  rat  Inain.  Evidence  for  rucotine  induced 
increases  of  dopamine  turnover  in  various  telencephalic  dopamine  nerve  terminal  systems,  Med  Biol 
1981;59(3):170-176. 

Andersson  K,  Mecamylamine  pretreatment  counteracts  cigarette  smoke  induced  changes  in  hypothalamic, 
catecholamine  neuron  systems  and  in  anterior  pituitary  function,  Acta  Physiol  Scand  1985;125(3):445- 
451 
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Andersson  K,  Siegel  R,  Fuxe  K,  et  al..  Intravenous  injections  of  nicotine  induce  very  rapid  and  discrete 
reductions  of  hypothalamic  catecholamine  levels  associated  with  increases  of  ACTH ,  vasopressin,  and 
prolactin  secretion,  Acta  Physiol  Scand  1983;  118(1  ):35-40. 

Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Involvement  of  cholinergic  nicotine-like  receptors  as  modulators 
of  amine  turnover  in  various  types  of  hypothalamic  dopamine  and  ncmdraialine  nerve  terminal  systems 
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dopamine  neurons,  Acta  Physiol  Scand  1981;112(3):345-347. 
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ncHadrenaline  in  the  rat  brain,  Psychopharmacologia  1970;18(4);325-332. 

Bhagat  B,  Rana  MW,  Effect  of  chrtmic  administration  of  nicotine  on  the  ccmcentratiCHis  of  adrenal 
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burst  firing  of  nigral  dopamine  neurcxis  in  rats  partially  hemitransected  at  the  n^o-diencq>halic  junction. 
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an  anticht^ergic  psychotomimetic  drug  and  enhancement  by  nicotine.  Neuropharmacology 
1977;16(6):399-403. 
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Siegel  RA,  Andersson  K,  Fuxe  K,  et  al..  Rapid  and  discrete  changes  in  hypothalamic  catecholamine  no^re 
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•  Fifteen  CTR  studies  demonstrate  that  nicotine  affects  hormone  secretion  and 
endocrine  functions  involved  in  modulation  of  mood  and  behavior,^^^ 
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•  Nine  CTR  studies  show  that  nicotine  induces  both  arousal  and  calming  effects;’^ 
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1989;79;  197-207. 
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sites  in  brain,  in  Tobacco  Smoking  and  Nicotine:  A  Neurobiological  Approach,  eds.  Martin  WR,  Van  Loo 
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1985;22(2):3 17-325. 
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neuroendocrine  fimctitm,  Eur  J  Pharmacol  1983  ;91;49-56. 

Westfall  TC,  Brasted  M,  Effect  of  4,4’-b4)henylajebis-((2-oxoethylene)-bis-(2,2-  diethoxyethyl)) 
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•  Nine  CTR  Studies  use  an  EEXj  to  examine  the  effects  of  nicotine  on  brain  waves;^^^ 

•  Nine  CTR  studies  investigate  the  physiological  effects  of  nicotine  on  the  brain  and 
their  time  course;^^ 


Stadnicki  SW,  Schaq>pi  UH,  Nicotinic  changes  in  EEC  and  behavior  after  intravenous  infusion  in  awake 
unrestrained  cats.  Arch  Int  Pharmacodyn  Ther  1972;197(1): 72-85. 
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neuropsychopharmacological  smdy.  Hie  effects  of  nicotine  and  smoking  on  the  central  nervous  system, 
Ann  NY  Acad  Sci  l%7;142:216-244. 
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mouse  brain,  Pharmacol  Biochem  Behav  1986;24(1):99-105. 
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system,  Int  J  Neuropharmacol  1%9;8(2):  105-1 15. 

Marty  MA  Erwin  VG,  Cornell  K,  et  a/..  Effects  of  nicotine  on  beta-endorphin,  alpha  MSH,  and  ACTH 
secretion  by  isolated  perfused  mouse  brains  and  pituitary  glands,  in  vitro,  Pharmacol  Biochem  Behav 
1985;22(2):3  17-325. 

Nelsrai  JM,  Pelley  K,  Goldstein  L,  Chronic  nicotine  treatment  in  rats  2.  Electroencephalographic 
amplimde  and  vanability  changes  occurring  within  and  between  structures.  Res  Commun  Chem  Pathol 
Pharmacol  1973;5(3):694-704. 

Schaeppi  U,  Nicotine  treatment  of  selected  areas  of  the  cat  brain;  effects  upon  EEG  and  autonomic 
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unrestrained  cats.  Arch  Int  Pharmacodyn  Ther  1972;197(l);72-85. 

Stadnicki  SW,  Schaeppi  U,  Nicotine  infusion  into  the  fourth  ventricle  of  unrestrained  cats;  changes  in 
EEG  and  behavior,  Arch  Int  Pharmacodyn  Ther  1970;183(2);277-288. 

Yamamoto  KI,  Domino  EF,  Nicotine-mduced  EEG  and  behavioral  arousal,  Int  J  Neuropharmacol 
1965;4(6);359-373. 

Abood  LG,  Grass!  S,  Noggle  HD,  Comparison  of  the  binding  of  optically  pure  (-)-  and  (+>[3H] 
nicotine  to  rat  brain  membranes,  Neurochem  Res  1985;10(2);259-267. 
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Andeisscm  K,  Fuxe  K,  Eneroth  P,  et  ai.  Effects  of  withdrawal  from  dironic  exposure  to  cigarette  smoke 
on  hypothalamic  and  preoptic  catecholamme,  n^e  terminal  systems  and  on  the  secretion  of  pituitary 
hormones  in  the  male,  Naunyn  Schmiedebergs  Arch  Pharmacol  1989;339(4);387-3%. 


247 


44904  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 


•  Six  CTR  studies  characterize  the  effect  of  nicotine  on  behavioral  performance  and 
cognitive  function;^” 

•  Six  CTR  studies  research  the  general  pharmacokinetics  of  nicotine; 


Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Effects  of  acute  intermittent  ejqx)sure  to  cigarette  smoke  on 
catecholamine  levels  and  turnover  in  various  types  of  hypothalamic  DA  and  NA  nerve  terminal  systems  as 
well  as  on  die  secretion  of  adencdiypqihyseal  hormones  and  (xxticosterone,  Acta  Physiol  Scand 
1985;124(2):277-285. 

Bhagat  B,  Influence  of  chrcmic  administration  of  nicotine  cm  the  tumovo^  and  metabolism  of 
ntxadrenaline  in  the  rat  brain,  Psychopharmacologia  1970;18(4):325-332. 

Fuxe  K,  Andersson  K,  Harfstrand  A  et  al..  Increases  in  dc^iamine  utilization  in  certain  limbic  dopamine 
terminal  populations  after  a  shmt  period  of  intermittent  exposure  of  male  rats  to  cigarette  smoke,  J  Neural 
Transm  1986;67( 1-2): 15-29. 

Fuxe  K,  Andersson  K,  Eneroth  P,  et  al..  Effects  of  Nicotine  and  exposure  to  cigarette  smoke  on  discrete 
dopamine  and  ntxadrenaline  nerve  terminal  systems  of  the  telencqihalon  and  diencephalon  of  the  tat* 
Relationship  to  reward  mechanisms  and  neuroendocrine  functions  and  distributirm  of  nicotinic  binding 
sites  in  brain,  in  Tobacco  Smoking  and  Nicotine:  A  Neurobiological  Approach,  eds.  Martin  WR,  Van 
Loo  GR,  Iwamoto  ET,  et  al.,  1987:225-262. 

Tung  CS,  Ugedo  L,  Groihoff  J,  et  al..  Peripheral  induction  burst  firing  in  locus  coeruleus  neurons  by 
nicotine  mediated  via  excitatmy  amino  acids.  Synapse  1989;4(4):313-318. 

W(mg  LA  Gallagher  JP,  Pharmacology  of  nicotinic  receptor-mediated  inhibidmi  in  rat  dorsolateral  septal 
neurones,  J  Physiol  (Lond)  1991;436:325-346. 

Yamamoto  KL  Domino  EF,  Nicotine-induced  EEG  and  behavioral  arousal,  Int  J  Neuropharmacol 
1965;4(6):359-373. 

Bhagat  B,  Wheeler  N,  Effect  of  nicotine  on  the  swirmning  endurance  of  rats.  Neuropharmacology 
1973;12(12):1 161-1 165. 

Heimstia  NW,  Fallesen  JJ,  Kinsley  S  A  et  al..  The  effects  of  dqaivatimi  of  cigarette  snK^dng  on 
psychomoux:  performance,  Ergonomics  1980;23(1 1):1047-1055. 

Marks  Ml,  Burch  JB,  Collins  AC,  Genetics  of  nicotine  response  in  four  inbred  strains  of  mice,  J 
Pharmacol  Exp  Thcr  1983  ;226(l):291-302. 

I 

Nelsoi  JM,  Pelley  K,  Goldstein  L,  Chronic  nicotine  treatment  in  tats  2.  Electroencephalographic 
amplitude  and  variability  changes  occurring  within  and  between  sdnctures.  Res  Common  Chem  Pathol 
Pharmacol  1973;5(3):694-704. 

Nelsen  JM,  Pelley  K,  Goldstein  L,  Protection  by  nicotine  from  behavimal  disruption  caused  by  reticular 
formaticHi  stimulation  in  the  rat,  Pharmacol  Biochem  Behav  19753(5):749-754. 

Nelsen  JM,  Goldstein  L,  Improvement  of  performance  on  an  attrition  task  with  chronic  nicotine 
treatment  in  rats,  Psychopharmacologia  1972;26(4): 347-360. 
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II.C.2. 

•  Five  CTR  studies  describe  the  development  of  sophisticated  techniques  for 
determining  the  presence  of  nicotine  in  body  fluids; 

•  Four  CTR  studies  evaluate  plasma  profiles  of  nicotine; 


^  Becker  RF,  King  JE,  Studies  on  nicotine  absorption  during  pregnancy.  11.  The  effects  of  acute  heavy 
doses  on  mother  and  neonates.  Am  J  Obstet  Gynecol  1966;95(4):515-522. 

Haines  CF  Jr,  Mahajan  DK,  Miljkovc  D,  et  al..  Radioimmunoassay  of  plasma  nicotine  in  habimated  and 
naive  smokers,  Clin  Pharmacol  Ther  1974;  16(6):  1083-1089. 

Hibberd  AR,  Gorrod  JW,  Enzymology  of  the  metabolic  pathway  from  nicotine  to  cotinine,  in  vitro.  Ear  J 
Drug  Metab  Pharmacokinet  1983;8:151-162. 

Kershbaum  A,  Bellet  S,  Cigarette,  cigar,  and  pipe  smoking.  Some  differences  in  biochemical  effects. 
Geriatrics  1968;23(3):  126-134. 

Monji  N,  Casno  A,  Plasma  nicotine  pharmacokinetics  in  dogs  after  intravenous  administration: 
detomination  by  radioimmunoassay.  Res  Commun  Chem  Pathol  Pharmacol  1979;23(2):267-277. 

Rama  Sastry  BV,  Chance  MB,  Singh  G,  et  a/..  Distribution  and  retention  of  nicotine  and  its  major 
metabolize  cotinine  in  the  rat  as  a  fimction  of  time,  in  International  Symposium  on  Nicotine,  eds.  Clarke 
PBS,  (Juik  M,  Thuiau  K,  et  ai,  1994:125. 

Castro  A,  Monji  N,  Nicotine  aizyme  immunoassay.  Res  Commun  Chem  Pathol  Pharmacol  1986; 
51(3):393-404. 

C^tro  A,  Malkus  H,  Radioimmunoassays  of  drugs  of  abuse  in  humans:  a  review.  Res  Commun  Chem 
Pathol  Pharmacol  1977;  16(2): 29 1-309. 

Haines  CF  Jr,  Mahajan  DK,  Miljkovc  D,  et  ai.  Radioimmunoassay  of  plasma  nicotine  in  habituated  and 
naive  smokers,  Clin  Pharmacol  Ther  1974;  16(6):  1083- 1089. 

McNiven  NL,  Raisinghani  KH,  Patashnik  S,  et  ai.  Determination  of  nicotine  in  smokers’  urine  by  gas 
chromatography.  Nature  1965;208:788-789. 

Monji  N,  flastro  A,  Plasma  nicotine  pharmacokinetics  in  dogs  after  intravenous  administration: 
determination  by  radioimmunoassay.  Res  Commun  Chem  Pathol  Pharmacol  1979;23(2):267-277. 

(I!astro  A,  Monji  N,  Nicotine  aazyme  immunoassay.  Res  Commun  Chem  Pathol  Pharmacol  1986; 
51(3):393-404. 

Haines  Jr,  Mahajan  DK,  Miljkovc  D,  et  al..  Radioimmunoassay  of  plasma  nicotine  in  habituated  and 
naive  smokers,  Clin  Pharmacol  Ther 1974;  1 6(6):  1 083- 1 089. 

Mtmji  N,  Castro  A,  Plasma  nicotine  pharmacokinetics  in  dogs  after  intraveitous  administration: 
determination  by  radioimmunoassay.  Res  Commun  Chem  Pathol  Pharmacol  1979;23(2): 267-277. 

Rama  Sastry  BV,  Chance  MB,  Singh  G,  et  ai.  Distribution  and  retention  of  nicotine  and  its  major 
metabolize  cotinine  in  the  rat  as  a  function  of  time,  in  International  Symposium  on  Nicotine,  eds.  Clarke 
PBS,  <3uik  M,  Thurau  K,  et  ai,  1994: 125. 
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•  Four  CTR  studies  research  the  factors  affecting  the  onset  and  duration  of  nicotine’s 
effects  on  the  body;^“ 

•  Three  CTk  studies  investigate  the  metabolic  fate  of  nicotine;^*^ 

•  Two  CTR  studies  specifically  investigate  the  enzymatic  systems  involved  in  nicotine 
metabolism;^*^ 

•  Two  CTR  studies  show  that  smokers  metabolize  nicotine  faster  than  nonsmokers;^^ 

•  Two  CTR  studies  examine  the  faaors  affecting  the  absorption  of  nicotine  into  the 
bloodstieam;^^^ 


Domino  EF,  Electroencqihalographic  and  bdiaviocal  arousal  effects  of  small  doses  of  nicotine:  A 
neuropsydiophannacological  study.  The  effects  of  nicotine  and  smoking  on  the  cmtral  novous  system, 
Ann  NY  Acad  Sci  1967;142:216-244. 

V 

Hcff  EC,  Hockman  CH,  Neuio^ysiological  aspects  of  the  action  of  nicotine.  The  effects  of  nicotine  and 
smoking  on  the  central  nervous  system,  Ann  N  Y  Acad  Sci  1%7;142:121-12S. 

Lapin  EP,  Maker  HS,  Sershen  H,  et  al.^  Dopamine-like  action  of  nicotine:  lack  of  tolerance  and  reverse 
tolerance.  Brain  Res  1987;407(2):351-363. 

Stitzer  M,  Morrison  J,  Domino  EF,  Effects  of  nicotine  on  fixed-intaval  behavior  and  thdr  modification 
by  cholinergic  antagonists,  J  Pharmacol  Exp  Ther  1970;  171(2|- 166- 177. 

Abood  LG,  Grass!  S,  Junig  J,  et  al..  Specific  binding  and  metabolism  of  (-)-  and  (+)-[3H]  nicotine  in 
isolated  rat  hepatocytes  and  hepatocyte  membranes.  Arch  Int  Pharmacodyn  Ther  198S;273(l):62-73. 

Hibbetd  AR,  Gomod  JW,  Nicotine  delta  1  ‘(5)'  immiiim  iom  a  reactive  intmmediate  in  nicotine 
metabolism,  Adv  Exp  Med  Biol  1981:1121-1131. 

Vincdc  WC,  Martin  BR,  Aceto  MD,  et  al..  Synthesis  of  4,4-ditritio-(+>nicotine:  comparative  binding  and 
distribution  studies  with  natural  enantiomer,  J  Pharm  Sci  1981;70(11):1292-1293. 

Hibberd  AR,  Gorrod  JW,  Enzymology  of  the  metabolic  pathway  riom  nicotine  to  cotinine,  in  vitro.  Ear 
J  Drug  Metab  Pharmacokinet  1983;8: 151-162. 

Wilson  KL  Jr,  Chang,  RS,  Bowman  ER,  et  al..  Nicotine-like  actions  of  cis-metanicotine  and  tians- 
metanicotine,  J  Pharmacol  Exp  Ther  1976;196(3):685-696. 

^  Hatcbell  PC,  Collins  AC,  The  influence  of  genotype  and  sex  on  behavioral  sensitivity  to  nicotine  in 
mice.  Psychopharmacology  (Berl)  1980;71(l):45-49. 

Jusko  WJ,  Role  of  tobacco  smoking  in  pharmacokinetics,  J  Pharmacokinet  Biopharm  1978;6(l):7-39. 
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•  Two  CTR  studies  examine  the  distribution  of  nicotine  to  the  brain;^“ 

•  Two  CTR  studies  research  the  relationship  of  nicotine’ s  physiological  effects  on  the 
body  to  nicotine  blood  levels;^  and 

•  One  CTR  study  shows  that  there  may  be  gender  differences  in  the  metabolism  of 
nicotine.*’® 

The  results  of  the  CTR-funded  research  show  that  nicotine  has  significant 
pharmacological  effects  on  the  body.  In  fact,  numerous  CTR  studies  demonstrate  that 
nicotine  produces  pharmacological  effects  similar  to  those  of  other  addictive  substances. 

For  example: 

•  Thirteen  CTR  studies  demonstrate  that  nicotine,  like  other  addictive  drugs,  acts  on 
dopaminergic  receptors  in  the  brain  to  release  dopamine,  a  chemical  in  the  brain’s 
reward  system  that  reinforces  the  intake  of  certain  substances;*’’ 


Haines  CF  Jr,  Mahajan  DK,  Miljkovc  D,  et  al..  Radioimmunoassay  of  plasma  nicotine  in  habituated 
and  naive  smokers,  Clin  Pharmacol  Ther  1974; 16(6):  1083- 1089. 

Koshbaum  A,  Bellet  S,  Cigarette,  cigar,  and  pipe  smddng.  Some  differences  in  biochemical  effects. 
Geriatrics  1 968;23(3):  1 26- 1 34. 

Hatchell  PC,  Collins  AC,  The  influence  of  genotype  and  sex  on  behavioral  soisitivity  to  nicotine  in 
mice.  Psychopharmacology  (Berl)  1980;71(l):45-49. 

Vincek  WC  Martin  BR,  Aceto  MD,  et  al..  Synthesis  of  4,4-ditritio-<+)-nicotine:  conqyarative  binding  and 
distribution  studies  with  natural  enantiomer,  7  Pharm  Sci  1981;7(X11):1292-1293. 

^  Hatchell  PC,  Collins  AC,  The  influence  of  genotype  and  sex  on  behavioral  saisitivity  to  nicotine  in 
mice.  Psychopharmacology  (Berl)  1980;71(l):45-49. 

Westfall  TC;,  And^on  GP,  Influence  of  nicotine  on  catecholamine  metabolism  in  the  rat.  Arch  Int 
Pharmacodyn  Ther  1 967; 169(2):42 1-428. 

Jusko  WJ,  Role  of  tobacco  smoking  in  pharmacokinetics,  7  Pharmacokinet  Biopharm  1978;6(l):7-39. 

Abood  LG,  Lu  X,  Banerjee  S,  Receptor  binding  characteristics  of  a  3H-labeled  azetidine  analogue  of 
nicotine,  Biochem  Pharmacol  1987;36(14):2337-2341. 
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•  •  57? 

•  Twelve  CTR  studies  demonstrate  that  tolerance  to  nicotine  occurs; 


Andeisson  K,  Fuxe  K,  Eneroth  P,  et  al.,  Mecamylamine  induced  blockade  of  nicotine  induced  inhibition 
of  gcMiadotroi^in  and  TSH  secretion  and  of  nicotine  induced  increases  of  catecholamine  turnover  in  the 
rat  hypothalamus,  Acta  Physiol  Scand  Suppl  1980;479:27-29. 

Andeisson  K,  Fuxe  K,  Eneroth  P,  et  al..  Effects  of  acute  intermittent  exposme  to  cigarette  smoke  on 
catecholamine  levels  and  turnover  in  various  types  cd*  hypothalamic  DA  and  NA  nerve  terminal  systems  as 
well  as  on  die  secretion  of  adentdiypophyseal  hormones  and  corticosterone,  Acta  Physiol  Scand 
1985;124(2):277-285. 

Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Involvement  of  cholinergic  nicotine-like  receptors  as  modulators 
of  amine  turnover  in  various  types  of  hypothalamic  dopamine  and  noradrenaline  nerve  terminal  systems 
and  of  fxolactin,  LH,  FSH  and  TSH  secretion  in  the  castrated  male  rat,  Acta  Physiol  Scand 
1982;116(l):41-50. 

Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Interactions  of  nicotine  and  pentobaibitone  in  the  regulation  of 
telencephalic  and  hypothalamic  catecholamine  levels  and  turnover  and  of  admohypophyseal  hormone 
secretion  in  the  normal  male  rat,  Naunyn  Schmiedebergs  Arch  Pharmacol  1982;321(4):287-292. 

Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Effects  of  acute  central  and  peripheral  administration  of  nicotine 
(HI  hypothalamic  catecholamine  nerve  terminal  systems  and  on  the  secretion  of  adenohypophyseal 
hormones  in  the  male  rat,  Med  Biol  1982;60(2):98-1 1 1. 

Erwin  VG,  Cornell  K,  Towell  JF,  Nicotine  alters  catecholamines  and  elecnxxxirtical  activity  in  pefused 
mouse  brain,  Pharmacol  Biochem  Behav  1986;24<1):99-105. 

Fuxe  K,  Andersson  K,  Harfstrand  A,  et  al..  Increases  in  dopamine  utilization  in  certain  limbic  dopamine 
terminal  populations  after  a  short  pericxl  of  intermittent  exposure  of  male  rats  to  cigarette  smoke,  J  Neural 
Transm  1986;67(l-2):15-29. 

Gienhoft  J,  Svoisson  TH,  Selective  stimulation  of  limbic  dopamine  activity  by  nicotine,  Acta  Physiol 
Scand  1988;133(4):595-596. 

Harsing  1X3,  Sershen  H,  Vizi  SE,  et  al.,  N-type  calcium  channels  ate  involved  in  the  dopamine  releasing 
effect  of  nicotine,  Neurochem  Res  1992;  17(7): 729-734. 

EP,  Maker  HS,  Sershen  H,  et  al.,  ActicHi  of  nicotine  on  acxumbens  dopamine  and  attmmation  with 
repeated  administration,  Eur  J  Pharmacol  1989;16(Xl):53-59. 

Lapin  EP,  Maker  HS,  Sershen  H,  et  al..  Dopamine-like  action  of  nicotine:  lack  of  tolerance  and  reverse 
tolerance.  Brain  Res  1987;407(2):351-363. 

Westfall  TC,  Effect  of  nicotine  and  other  drugs  cm  the  release  of  3H-n0rqpinephrine  and  3H-dopamine 
from  rat  brain  slices.  Neuropharmacology  1974;13(8):693-7()0. 

Alxxxl  LG,  Lowy  K,  B(X)th  H,  Acute  and  chronic  effects  of  nicotine  in  tats  and  evidrace  for  a  non- 
cholinergic  site  of  action,  NIDA  Res  Monogr  1979: 136- 149. 

Alxxxl  LG,  Ckassi  S,  Costanzo  M,  et  al.,  Bdiavicnral  and  bi(x:hemical  studies  in  rats  after  chronic 
exposure  to  nicotine,  NIDA  Res  Monogr  1984;54:348-355. 
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•  Three  CTR  studies  research  the  neurochemical  mechanisms  of  nicotine  withdrawal;’ 


Andeisson  K,  Fuxe  K,  Eneroth  P,  et  al.,  ElEfects  of  withdrawal  from  chronic  exposure  to  cigarette  smoke 
on  hypothalamic  and  preoptic  catecholamine,  nerve  terminal  systems .  and  on  the  secretion  of  pituitary 
hormones  in  the  male,  Naunyn  Schmiedebergs  Arch  Pharmacol  1989339(4):387-396. 

CrcHian  T,  Conrad  J,  Bryson  R,  Effects  of  chrcmically  administered  nicotine  and  saline  (m  motor  activity 
in  rats,  Pharmacol  Biochem  Behav  1985;22(5): 897-899. 

Domino  EF,  Lutz  MP,  Tolerance  to  the  effects  of  daily  nicotine  on  rat  bar  pressing  bdiavim’  for  wato: 
reinforcement,  Pharmacol  Biochem  Behav  1973;  l(4):445-448. 

Fuxe  K,  Andersson  K,  Eneroth  P,  et  al..  Effects  of  Nicotine  and  exposure  to  cigarette  smc^  cm  discrete 
dopamine  and  noradrenaline  nerve  terminal  systems  of  the  telencephalon  and  diencephalou  of  the  rat: 
Relationship  to  reward  mechanisms  and  neuro^docrine  functions  and  distribution  of  nicotinic  binding 
sites  in  brain,  in  Tobacco  Smoking  and  Nicotine:  A  Neurobiological  Approach,  eds.  Martin  WR,  Van  Loo  ■ 
GR,  Iwamoto  ET,  et  al.,  1987;225-262. 

Lapin  EP,  Maker  HS,  Sershen  H,  et  al..  Dopamine-like  action  of  nicotine;  lack  of  tolerance  and  reverse 
tolerance.  Brain  Res  1987;407(2);351-363. 

Nelsen  JM,  Goldstein  L,  Improvement  of  performance  on  an  auction  task  with  chronic  nicotine 
treatment  in  rats,  Psychopharmacologia  1972;26(4):347-360. 

Rosecrans  JA,  Noncholinergic  mechanisms  involved  in  the  behavioral  and  stimulus  effects  of  nicotine, 
and  relationships  to  the  process  of  nicotine  dq)endence,  in  Tobacco  Smoking  and  Nicotine:  A 
Neurobiological  Approach,  eds.  Martin  WR,  Van  Loo  GR,  Iwamoto  ET,  et  al.,  1987: 125-139. 

Stitza  M,  Motrismi  J,  Domino  EF,  Effects  of  nicotine  on  fixed-interval  behavior  and  their  modification 
by  cholinergic  antagonists,  7  P/iarmaco/  Exp  Ther  1970; 171 (2):  166- 177. 

Wenzel  DG,  Azmeh  N,  Clark  U,  Studies  on  the  acute  and  chronic  dqiressor  actions  of  nicotine  in  the  rat. 
Arch  Int  Pharmacodyn  Ther  1971;193(l):23-36. 

Westfall  TC,  Erase  DA,  Studies  tm  the  mechanism  of  tolerance  to  nicotine-induced  elevations  of  urinary 
catecholamines,  Biochem  Pharmacol  1971;20(7):  1627-1635. 

Andersson  K,  Effects  of  withdrawal  from  chronic  exposure  to  cigarette  smoke  (m  hypothalamic  and 
preoptic  catechalamine  nerve  terminal  systems  and  the  secretion  of  pituitary  hmmtHies  in  the  male, 

Naunyn  Schmiedebergs  Arch  Pharmacol  1989;339(4):387-3%. 

Fuxe  K,  Effects  of  Nicotine  and  exposure  to  cigarette  smoke  on  discrete  dopamine  and  noradrenaline 
nerve  terminal  systems  of  the  telencephalon  and  diencephalon  of  the  rat*  relationship  to  reward 
mechanisms  and  neuroendocrine  functions  and  distribution  of  nicotinic  binding  sites  in  brain,  in  Tobacco 
Smoking  and  Nicotine:  A  Neurobiological  Approach,  eds.  Martin  WR,  Van  Loo  GR,  Iwamoto  ET,  et  al., 
1987:225-262. 

Rosecrans  JA,  Noncholinergic  mechanisms  involved  in  the  behavioral  and  stimulus  effects  of  nicotine, 
and  relationships  to  the  process  of  nicotine  d^)endence,  in  Tobacco  Smoking  and  Nicotine:  A 
Neurobiological  Approach,  eds,  Martin  WR,  Van  Loo  GR,  Iwamoto  ET,  et  al.,  1987;125-139. 
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•  Two  CTk  studies  investigate  the  effects  of  tiicotine  withdrawal  on  performance;^^^ 

•  Two  CTR  studies  show  that  nicotine  is  psychoactive  and  produces  clearly 
discriminable  stimulus  effects;^^^  and 

•  Two  CTR  studies  show  that  nicotine  can  enhance  the  rewarding  effects  of  electrical 
brain  stimulation.^^^ 

Indeed,  seven  CTR  studies  state  expressly  that  nicotine  is  an  addictive  or 
dependence-producing  drug.^’^  For  instance,  one  CTR-funded  study  stated  that  ''smoking 


Heimstra  NW,  Fallesen  JJ,  Kinsley  SA,  et  al..  The  effects  of  dq)rivation  of  cigarette  smoking  on 
psychomottH'  perfmmance,  Ergonomics  1 980;23( 1 1 ):  1 047- 1055. 

Heimstra  NW,  Bancroft  NR,  DeKock  AR,  Effects  of  smoking  upon  sustained  performance  in  a  simulated 
driving  task,  in  the  effects  of  nicotine  and  smoking  on  the  central  nervous  system,  Ann  NY  Acad  Sci 
1967;142:295-307. 

Chance  WT,  Kallman  MD,  Rosecrans  JA,  et  al.^  A  comparison  of  nicotine  and  structurally  related 
compounds  as  discriminative  stimuli,  BrJ  Pharmacol  1978;63(4):609-616. 

Rosecrans  JA,  Nicotine  as  a  discriminative  stimulus:  a  neurobehavioral  approach  to  studying  central 
cholinergic  mechanisms,  7  1989;l(3):287-300. 

Olds  ME,  Domino  EF,  Comparison  of  muscarinic  and  nicotinic  cholinergic  agonists  on  self- 
stimulatkm  behavior,  7  Pharmacol  Exp  Ther  1%9; 166(2):  189-204. 

Pradhan  SN,  Bowling  C  Effects  of  nicotine  on  self-stimulation  in  rats,  7  Pharmacol  Exp  Ther 
1971;176(l):229-243. 

Deaeau  GA,  Inoki  R,  Nicotine  self-administration  in  monkeys,  in  The  effects  of  nicotine  and  smoking  on 
the  central  nervotis  system,  Ann  N  Y  Acad  Sci  1967;142:277-279. 

Other  research  jointly  funded  by  die  tobacco  industry  examines  nicotine’s  ability  to  serve  as  a  positive 
reinfcxcer  in  self-administratkMi  studies  involving  mcmkeys.  See  60  FR  41642. 

Bosse  R  Garnery  AJ,  Glynn  RJ,  Age  and  addiction  to  smoking,  Addict  Behav  1980;5(4):341-351. 

Martin  WR,  Van  Loo  GR,  Iwamoto  ET,  et  al..  Tobacco  Smoking  and  Nicotine:  A  Neurobiological  • 

Approach  (New  York  Plenum  ftcss,  1987). 

Rosecrans  JA,  Noncholinergic  mechanisms  involved  in  the  behavioral  and  stimulus  effects  of  nicotine, 
and  lelatitHiships  to  the  fnocess  of  nicotine  dependence,  in  Tobacco  Smoking  and  Nicotine:  A 
Neurobiologiced  Approach,  eds.  Martin  WR,  Van  Loo  GR,  Iwamoto  ET,  et  al.,  1987:125-139. 

Rosecrans  JA,  Nicotine  as  a  discriminative  stimulus:  a  neurobehavioral  approadi  to  studying  central 
cholinergic  mechsDisiDS,  J  Subst  Abuse  1989;  1(3): 287-300. 
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is  a  form  of  dependence  no  less  binding  than  that  of  other  addictive  drugs. Similarly, 
another  CTR- funded  study  observed  that  ""compelling  evidence  now  exists  that  regular 
smoking  is  a  form  of  drug  addiction  to  nicotine. 

The  Agency  received  no  comments  disputing  FDA’s  characterization  in  the 
Jurisdictional  Analysis  of  any  of  these  CTR-funded  studies.  Thus,  these  uncontested 
studies  demonstrate  that  the  entire  cigarette  industry  had  detailed  knowledge  of  the 
pharmacological  effects  of  nicotine  on  the  brain,  including  knowledge  of  research  funded 
by  the  industry  that  found  nicotine  to  be  an  addictive  dmg. 

Collectively,  these  CTR  studies  and  the  studies  conducted  by  individual  cigarette 
manufacturers  show  that  the  cigarette  manufacturers  have  acted  like  traditional 
pharmaceutical  companies.  Before  marketing  a  prescription  drug,  a  pharmaceutical 
company  studies  the  pharmacokinetics  of  the  drug  (how  it  is  absorbed  into  the  body, 
metabolized,  and  excreted),  the  pharmacodynamics  of  the  drag  (what  specific  effects  the 
drag  has  on  the  body’s  chemistry  and  metabolism  as  it  makes  its  way  through  the  body), 
and  the  clinical  effects  of  the  drag  (whether  the  drag  is  effeaive  in  producing  the  desired 

S  vensson  TH,  Grraihoff  J,  Engberg  G,  Effect  of  nicotine  on  dynamic  function  of  brain  catecholamine 
neurons,  in  The  Biology  of  Nicotine  Dependence,  eds.  Bock  G,  Marsh  J,  CIBA  Foundation  Symposium 
1990;152:169-180. 

Tung  CS,  Ugedo  L,  Gi^ihoff  J,  et  al..  Peripheral  induction  burst  firing  in  locus  coemleus  neurons  by 
nicotine  mediated  via  excitatory  amino  acids.  Synapse  1989;4(4):313-318. 

Williams  IS,  Crumpacker  DW,  Kri^  MI,  Stability  of  a  factor-analytic  description  of  smoking  bdiavitw. 

Drug  Alcohol  Depend  1980;5(6): 467-478. 

Bosse  R  Garnery  AJ,  Glynn  RJ,  Age  and  addiction  to  smoking.  Addict  Behav  1980;5(4):341-351 
(emphasis  added). 

Svensson  TH,  Grenhoff  J,  Engberg  G,  Effect  of  nicotine  on  dynamic  function  of  brain  catecholamine 
neurons,  in  The  Biology  of  Nicotine  Dependence,  eds.  Bock  G,  Marsh  J,  CIBA  Foundation  Symposium 
1990;152:169-180  (emphasis  added). 
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therapeutic  or  physiological  effects).  The  cigarette  manufacturers  have  conducted  or 
funded  the  same  studies  for  nicotine.  As  a  result,  the  cigarette  manufaaurers’ 
understanding  of  the  pharmacological  effects  and  uses  of  nicotine  are  closely  analogous 
to — if  not  more  extensive  and  sophisticated  than — the  understanding  any  pharmaceutical 
company  has  of  traditional  drug  products. 

e.  Three  Decades  of  Statements  and  Research  by  Cigarette 
Manufacturers  Are  Sufficient  to  Establish  Intent 

As  discussed  in  section  n.C.l.,  above,  the  statements  and  research  of  a  manu&cturer 
are  relevant  evidence  of  the  uses  of  a  product  that  are  ‘‘intended”  by  the  manu&cturer.  This 
evidence  shows  that  when  the  manu&cturers  offer  cigar^es  for  sale,  they  “have  in  mind”  that 
their  products  will  be  purchased  for  specific  pharmacological  uses  by  consumers.  Hence,  the 
evidence  is  sufficient  to  establish  that  the  effects  of  cigarettes  on  the  structure  and  function  of 
the  body  are  “intended”  by  the  manufiicturers. 

Hie  cigarette  manufiicturers  assert,  however,  that  the  statements  and  research  relied 
upon  by  the  Agency  are  not  reliable  evidence  of  the  cigarette  manufocturers’  intent  in  this  case. 

Among  other  things,  they  argue  that  the  three  decades  of  tobacco  company  statements  and 
research  on  the  addictive  and  other  pharmacobgical  effects  of  nicotine  contained  in  the 
administrative  record  are  irrelevant  to  the  intended  use  of  cigarettes  and  smokeless  tobacco 
because  the  statements  were  made  and  the  researdi  was  conducted  over  a  period  of  many 
years  and  ^  not  conten^xiraneous  with  the  sab  of  currently  mari^ed  products.^*® 


Other  argumeots  of  the  manufacturers  ccmceming  the  evidence  that  may  be  used  to  establish  intended 
use  ate  addressed  in  section  ILE.,  below. 
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FDA  disagrees.  The  extensiveness  of  the  statements  and  research  of  the  cigarette 
manufeicturers  in  the  administrative  record,  most  of  which  have  only  recently  become  available, 
reflects  a  remaikably  consistent  pattern  of  the  industry’s  views,  iq)eated  finequently  over  time. 

These  documents  and  statements  establish  the  knowledge  and  belief  of  tobacco  company 
officials  that  cigarettes  have,  and  are  predominantly  used  by  consumers  for,  pharmacological 
effects.  Hie  fact  that  these  statements  span  three  decades  simply  demonstrates  that  the 
conpanies’  knowledge  and  belief  about  the  phaimacotogical  effects  and  uses  of  cigarettes  are 
both  bng-standing  and  consistent.  As  described  in  section  ILA.5.,  above,  commeidal 
cigarettes  marketed  today  contain  a  level  of  iiicotine  that  is  sufficient  to  produce  addiction  and 
other  pharmacological  effects.  Thus,  statements  made  30  years  ago  about  the  pharmacological 
effects  of  nicotine  in  cigarettes  are  equally  relevant  to  the  cigarettes  being  marketed  today. 

Moreover,  as  discussed  above,  many  of  the  statements  and  research  relied  upon  by  FDA 
arc  of  recent  Origin- 

Tobacco  industry  comments  also  argue  that  statements  of  individuals  employed,  or 
formerly  employed,  by  the  manufacturers  are  not  relevant  to  establishing  the  intent  of  any 
manufacturer  because  they  are  not  formal  statements  of  company  policy.  According  to 
one  manufacturer’s  comments,  the  only  statements  that  are  evidence  of  the  manufacturer’s 
“institutional  intent”  are  those  that  have  been  adopted  by  the  manufacturer  “after  whatever 
formalities  required  by  the  decision-making  procedures  of  the  institution  have  been 
followed.”^** 

R-J.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 19%),  at  24.  See  AR  (VoL  519  Ref.  103). 
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roA  disagrees  that  the  statements  of  tobacco  industry  employees  are  not  evidence 

of  the  intended  use  of  the  product.  FDA  is  relying  on  the  statements  as  evidence  that  the 

tobacco  companies  know  that  nicotine  in  tobacco  has  pharmacological  effects  and  that 

consumers  use  tobacco  to  obtm  those  effects.  Many  of  the  statements  come  &om 

executives  at  the  companies.  As  one  couit  observed,  in  a  case  relied  upon  by  a  tobacco 

company  comment  ' 

When  a  major  company  executive  speaks,  “everybody  listens”  in  the 
corporate  hieiarchy,  and  when  an  executive’s  comments  prove  to 
be  disadvantageous  to  a  company’s  subsequent  litigation  posture,  it 
cannot  compaitmentalize  this  executive  as  if  he  had  nothing  more 
to  do  with  company  policy  than  the  janitor  or  watchman. 

Ezold  V.  Wolf^  983  F.2d  509, 546  (3d  Cir.  1992)  (internal  citation  omitted). 

Moreover,  many  of  the  statements  relied  upon  by  FDA  come  from  individuals 

whose  function  within  the  company  was  to  research  and  understand  the  motives  for 

smoking  and  who  regularly  communicated  those  views  to  company  management.  A 

coiporation  ordinarily  relies  on  its  research  department  to  answer  scientific  questions,  such 

as  the  pharmacologic  effects  of  its  product  on  users  and  the  purposes  for  which  consumers 

use  the  produa.  The  statements  quoted  by  FDA  show  a  highly  consistent  pattern  of  views 

within  and  among  the  research  departments  of  the  cigarette  companies,  demonstrating  that 

the  statements  are  not  the  idiosyncratic  opinions  of  a  few  individuals  within  one  company, 

but  widely  shared  views. 

Indeed,  the  record  shows  that  the  cigarette  manufacturers  did  in  fact  rely  upon  and 
regulariy  consult  with  their  research  scientists.  In  the  case  of  Philip  Morris,  for  instance, 
the  CEO  of  Riilip  Morris,  the  president  of  Philip  Morris  USA,  and  vice  presidents  and 
directors  from  functions  such  as  maiketing  met  on  a  monthly  basis  with  senior  officials  and 
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scientists  from  the  company’ s  research  and  development  department  to  discuss  Philip 
Morris’  basic  and  applied  research  and  other  topics.^*^  These  regular  meetings,  the 
occurrence  of  which  Philip  Morris  does  not  dispute,  show  that  the  knowledge  and  views 
of  the  Philip  Morris  scientists  were  regularly  sought  by  and  communicated  to  the  officers 
at  the  head  of  the  company. 

For  these  reasons,  the  statements  and  research  of  the  cigarette  manufacturers  are 
sufficient  evidence  to  establish  that  the  manufacturers  intend  to  affect  the  stmaure  and 
function  of  the  body.  As  FDA’s  regulations  recognize,  “objective  intent”  can  be 
established  by  evidence  that  “a  manufacturer  knows,  or  has  knowledge  of,  facts  that 
would  give  him  notice,”  that  a  produa  will  be  used  for  pharmacological  purposes. 

21  CFR  201.128,  801.4.^*^ 

3.  The  Cigarette  Manufacturers  Have  Conducted  Extensive  Product 
Research  and  Development  To  Optimize  the  Delivery  of  Nicotine 

The  tobacco  industry  docunients  in  the  administrative  record  show  not  only  that 
the  cigarette  manufacturers  “have  in  mind”  that  cigarettes  will  be  used  for  specific 
pharmacological  purposes,  but  also  that  they  have  “designed”  cigarettes  to  ensure  that 
smokers  receive  a  pharmacologically  active  dose  of  nicotine.  The  evidence  in  the  record 
contains  two  categories  of  evidence  of  the  manufacturers’  design:  (1)  the  evidence  of  the 


Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  22-23.  See  AR  (VoL  638  Ref.  1). 

The  Freedom  of  Information  Act  (FOIA)  and  Title  Vn  cases  cited  by  the  comments  do  not  purport  to 
set  fcxth  a  standard  for  assessing  objective  intent  under  public  health  statutes  like  the  Federal  Food,  Drug, 
and  Cosmetic  Act,  and  the  two  statutes  serve  different  purposes  than  the  Act  They  are,  therefore,  not 
controlling  here.  The  FDA  regulation  cited  by  the  comments  is  similarly  inapplicable  to  the  question  of 
what  evidence  is  relevant  to  establishing  intended  use.  FDA  is  not  contending  that  the  statements  of  a 
single  tobacco  conq)any  employee  can  bind  the  conq)any  in  such  a  way  that  die  totality  of  the  remaining 
evidence  of  intent  can  be  overridden.  Hoe,  however,  thoe  is  a  consistent  pattern  of  internal  statements 
that,  taken  as  a  whole,  are  highly  relevant  to  intent 
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manufacturers’  extensive  produa  research  and  development  to  identify  the  doses  of 
nicotine  needed  to  produce  pharmacological  effects  and  to  optimize  the  delivery  of 
nicotine  to  smokers,  which  is  discussed  below;  and  (2)  the  evidence  of  the  manufaaurers’  - 
control  and  manipulation  of  nicoine  in  marketed  cigarettes,  which  is  discussed  in  section 
n.C.4.,  below. 

The  product  research  and  development  efforts  described  in  the  administrative 
record  indicate  that  for  three  decades  the  cigarette  manufacturers  have  strived^o  develop 
ways  to  maintain  pharmacologically  active  doses  of  nicotine  despite  consumer  demands 
for  “healthier,”  lower-yield  products.  A  primary  focus  of  the  cigarette  manufacturers’ 
efforts  has  been  to  deliver  sufficient  nicotine  to  provide  the  desired  pharmacological 
effects  of  nicotine  while  at  the  same  responding  to  consumer  health  concerns  by  reducing 
tar  deliveries.  Industry  documents  disclose  research  to  determine  the  dose  of  nicotine  that 
must  be  delivered  to  ensure  “pharmacological  satisfaction,”^*^  as  well  as  estimates  by 
company  scientists  of  the  range  of  acceptable  nicotine  doses  to  produce  pharmacological 
effects.  These  documents  show  that  the  manufacturers  are  aware  that  consumers  will  not 
accept  cigarettes  that  do  not  deliver  a  pharmacologically  active  dose  of  nicotine. 

The  manufacturers’  product  research  and  development  efforts  have  involved  a 
wide  variety  of  approaches  to  ensure  delivery  of  an  adequate  dose  of  nicotine,  including 
chahges  in  tobacco  blends;  chemical  manipulation  to  liberate  “free”  nicotine;  filter  and 
ventilation  designs  that  selectively  remove  more  tar  than  nicotine;  the  development  of 
high-technology  nicotine  delivery  devices  that  provide  smokers  nicotine  but  virtually  no 

***  BATCO  Group  R&D  Research  Programme,  1984:  Proposed  revisions  for  1985-87,  Research 
Conference,  Southampton,  England  (Sep.  1984),  at  2.  See  AR  (Vol.  26  Ref.  369-1). 
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tar,  genetic  engineering  of  tobacco  plants  to  enhance  nicotine  content;  the  search  for 

nicotine  “analogues”  that  retain  nicotine’s  reinforcing  abilities;  and  research  into 

compounds  that  aa  synergistically  to  strengthen  nicotine’s  pharmacological  effects.  As 

discussed  in  section  II.C.4.,  below,  many  (but  not  all)  of  these  methods  are  used  in 

cigarettes  currently  marketed  to  the  public.^*^ 

a.  Philip  Morris’  Product  Research  and  Development  Efforts 

Evidence  on  the  research  and  development  efforts  of  Philip  Morris  demonstrates 

» 

that  the  company  believes  that  cigarettes  must  deliver  sufficient  nicotine  to  produce 

pharmacological  effects  in  smokers  and  that  the  company  conducted  extensive  research  to 

optimize  nicotine  delivery  from  its  cigarettes. 

In  a  1972  document,  Philip  Morris  senior  scientist  William  Dunn  discussed  the 

basis  for  the  company’s  concerns  about  lowering  nicotine  levels  below  a  certain  minimum. 

Dunn  related  consumers’  lack  of  interest  in  cigarettes  providing  less  than  1  mg  of  nicotine 

to  the  fact  that  1  mg  of  nicotine  “readily”  produces  the  desired  “physiological  response”: 

Despite  many  low  nicotine  brand  entries  into  the  maiketplace,  none  of ' 
them  have  captured  a  substantial  segment  of  the  market  In  fact  critics  of 
the  industry  would  do  well  to  reflect  upon  the  indifference  of  the  consumer 
to  the  industry’s  efforts  to  sell  low-delivery  brands.  94%  of  the  cigarettes 
•  sold  in  the  U.S.  deliver  more  than  1  mg  of  nicotine.  98.5%  deliver  more 
than  0.9  mg.’*^  The  physiological  response  to  nicotine  can  readily  be 
elicited  by  cigarettes  delivering  in  the  range  of  1  mg  of  nicotine.^  ^ 


The  evidence  discussed  in  section  ILC.3.  is  also  relevant  to,  and  provides  further  support  for,  the 
Agency’s  finding  that  the  cigarette  manufacturets  “have  in  mind”  that  their  products  will  be  used  for 
pharmacological  purposes. 

***  Dunn  WL,  Motives  and  Incentives  in  Cigarette  Smoking  (1972)  (summary  of  CTR-sponsored 
conference  in  St  Martin),  at  4.  See  AR  (VoL  12  Ref.  133). 

Id.  (emphasis  added). 
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A  1978  Philip  Morris  document  shows  a  similar  focus  on  identifying  the  minimum  amount 
of  nicotine  necessary  to  produce  pharmacological  effects,  referred  to  as  the  threshold  level 
of  nicotine  in  the  body  that  satisfies  consumers’  “nicotine  need.”^**  The  document 
discussed  plans  to  study  cigarettes  in  which  the  tar  level  was  kept  constant,  but  the 
nicotine  level  was  varied.  The  purpose  of  the  study  was  to  determine  how  smokers  reaa 

m 

to  levels  of  nicotine  so  close  to  the  minimum  that  “the  total  nicotine  in  the  [smoker’s] 

system  remains  at  or  near  the  nicotine  need  threshold.”^*^ 

This  focus  on  producing  cigarettes  that  provide  pharmacologically  active  doses  of 

nicotine  is  a  prominent  feature  of  Philip  Morris’  development  of  low-tar  cigarettes. 

William  Farone,  the  former  director  of  applied  research  at  Philip  Morris,  described  the 

goals  of  Philip  Morris’  product  research  and  development  efforts  in  a  statement  submitted 

to  the  Agency.  According  to  Farone,  “a  key  objective  of  the  cigarette  industry  over  the 

last  20-30  year^'  was  decreasing  tar  while  maintaining  the  delivery  of  nicotine,  and  that 

tobacco  company  researchers  therefore  considered  it  a  “top  priority”  to  “[m]inimiz[e]  the 

exposure  to  the  potential  negative  health  effects  of  the  undesirable  chemical  components 

in  tar  while  maintaining  an  acceptable  and  pharmacologically  active  nicotine  leveV^^^ 

This  involved  extensive  product  research  and  development  Farone  stated: 

Extensive,  in  some  instances  ground  breaking,  research  by,the 
tobacco  industry  was  necessary  to  construct  a  cigarette  that 
ensured  an  adequate  delivery  of  nicotine  as  the  cigarette  market 
evolved  from  the  traditional  full  flavored,  unfiltered  product  of  the 

***  Dunn  WL,  Plans  and  Objectives-1979  (Dec.  6, 1978),  in  141  Ccmg.  Rec.  H7670  (daily  ed.  JuL  25, 

1995).  See  AR  (VoL  14  Ref.  175a). 

Farone  WA  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  4  (emphasis  added).  See  AR  (VoL  638  Ref.  2). 
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1950’s  to  the  filtered,  low  tar  cigarette  demanded  by  many  smokers 
for  the  last  30-40  years.  The  objective  of  industry  scientists  and 
product  developers,  simply  stated,  was  to  provide  the  consumer 
with  the  same  pharmacological  satisfaction  derived  from  nicotine 
in  the  natural  blends  and  flavor  of  the  full  strength  cigarettes  of  the 
1950’s  as  the  marketplace  shifted  to  the  naturally  less  flavorful  and 
satisfying  low  tar  and  nicotine  cigarette  demanded  by  the  more 
health  conscious  consumer.^^* 

The  declaration  of  Ian  Uydess,  an  associate  senior  scientist  at  Philip  Morris  from 

1977  to  1989,  confirms  the  company’s  extensive  interest  in  nicotine  delivery.  According 

to  Uydess,  "'Philip  Morris  wanted  to  know  everything  there  was  to  know  about 

nicotine. Sophisticated  equipment,  such  as  liquid  and  gas  chromatographs,  mass 

spectrometers,  infra-red  spectrometers,  and  nuclear  magnetic  resonance  instruments,  was 

acquired  by  Philip  Morris  to  research  questions  such  as: 

(1)  How  nicotine  levels  varied  in  the  tobacco  plant  with  regard  to 
cultivar,  stalk  position,  seasonal  variations  and  ‘ripeness,’  (2)  What 
happened  to  nicotine  after  ‘curing’  and  during  processing,  (3)  What 
chemical  ‘forms’  was  it  in,  and  (4)  How  much  of  it  wound  up  in  the 
smoke  when  burned  under  different  conditions  (such  as ...  in  the 
presence ...  of  varying  amounts  of  other  tobacco  constituents, 
etc.).^” 

The  evidence  in  the  administrative  record  shows  that  to  achieve  the  goal  of 
maintaining  an  acceptable  and  pharmacologically  active  nicotine  level,  Philip  Morris 
developed  ways  to  manipulate  the  ratio  of  nicotine  to  tar  delivered  by  the  cigarette.  This 


Id.  at  7  (en^hasis  added).  These  statements  and  those  by  another  former  Philip  Morris  employee 
discussed  below  corroboate  the  other  evidence  before  the  Agency  indicating  that  the  tobacco  industry 
conducted  extaisive  research  on  nicotine  levels. 

Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  14  (emphasis  added).  See  AR  (VoL  638  Ref.  1>. 

Id.  at  14. 
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research  was  conducted  in  the  1970’s  and  had  as  its  goal  “to  determine  what  combinations 
of  tar  and  nicotine  make  for  optimal  acceptability  in  a  low  delivery  cigarette.”^^ 

The  nicotine/tar  ratio  in  cigarettes  compares  the  amount  of  nicotine  delivered  by  a 
cigarette  with  the  amount  of  tar  delivered  by  the  cigarette.  In  public  statements,  officials 
of  the  tobacco  industry  have  maintained  that,  as  tar  levels  have  been  reduced  through 
techniques  such  as  filtration  and  ventilation,  nicotine  levels  have  been  automatically 
reduced  by  a  corresponding  amount.  For  instance,  one  industry  executive  testified  before 
Congress  in  1994,  “[w]e  do  not  set  levels  of  nicotine  for  particular  brands  of  cigarettes. 

Nicotine  follows  the  tar  levels _ The  correlation ...  is  essentially  perfect  correlation 

between  tar  and  nicotine  and  shows  that  there  is  no  manipulation  of  nicotine.”^’^  Thus, 
according  to  the  cigarette  manufaaurers,  a  proportional  reduction  of  tar  and  nicotine 
demonstrates  that  the  industry  has  not  manipulated  nicotine  deliveries. 

The  goal  of  Riilip  Morris’  research,  however,  was  to  determine  whether  cigarette 
acceptability  could  be  improved  by  changing  this  “essentially  perfect  correlation”  between 
tar  and  nicotine,  i.e.,  by  allowing  tar  to  fall  but  maintaining  a  disproportionately  high  level 


Dunn  WL,  et  al.  Mcxiis  Inc.),  Plans  for  1972  (Sep,  8, 1971),  in  141  (]!(mg.  Rcc.  H8128  (daily 
cd.  Aug.  1, 1995).  AR(VoL  711  Ref.  6). 

There  is  evidence  that  Philip  Morris’  product  research  and  development  on  maintaining  adequate  nicotine 
deliveries  may  have  begun  before  the  1970’ s.  A  commoit  submitted  to  the  Agency  the  handwritten  notes 
of  a  Hiilip  Morris  research  executive,  Ronald  A.  Tamol.  According  to  1965  note  from  Tamol,  an 
objective  of  his  research  at  that  time  was  to  “determine  minimum  nicotine. . .  to  keep  normal  smoker 
‘hooked.'”  Tamol  RA  (Hiilip  Mcaris),  Handwritten  Notes  (Feb.  1, 1965)  (emf^asis  added).  See  AR 
(VoL  700  Ref.  593).  The  Agency  is  not  relying  on  these  notes,  however,  because  it  has  not  independently 
authenticated  the  notes. 

Regulation  of  Tobacco  Products  (Part  I):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong., 

2d  Sess.  143, 378  (Mar.  25, 1994)  (statement  of  Alexander  Spears).  See  AR  (VoL  707  Ref.  1). 


264 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday.  August  28,  1996  /  Rales  and  Regulations  44921 


n.c.3. 

of  nicotine.  To  this  end,  Philip  Morris  researchers  in  1970  began  to  Mter  cigarette  designs 
to  study: 

the  effect  of  systematic  variation  of  the  nicotine/tar  ratios  upon 
smoking  rate  and  acceptability  measures.  Using  the  Marlboro  as  a 
base  cigarette,  we  will  reduce  the  tar  delivery  incrementally  by 
filtration  and  increase  the  nicotine  delivery  incrementally  by 
adding  a  nicotine  salt.  All  cigarettes  will  be  smoked  for  several 
days  by  each  of  a  panel  of  150  seleaed  volunteers.^^ 

The  search  for  the  optimal  nicotine/tar  ratio  was  a  significant  research  priority  at 
Philip  Morris.  In  1973,  a  5- year  research  and  development  plan  stated:  “This  program 
comprises  a  number  of  studies  expected  to  provide  insight  leading  to  new  cigaret  designs. 
These  include  studies  of  optimum  nicotine/tar  ratios,  [and]  nicotine/menthol 
relationships.*'^^^ 

That  same  year,  the  director  of  research  at  Philip  Morris,  Thomas  Osdene, 
distributed  a  five-year  plan  stating  that  “R&D  management  will  concentrate  a  large  part  of 
the  resources  at  its  disposal”  on  two  “major  long-range”  programs,  one  of  which  was 
directed  at  achieving: 

a  dramatic  reduction  in  cigaret  tar  level  while  maintaining  the 
subjective  responses  equal  to  our  present  major  brands ....  The 
task  requires . . .  discovering  which  constituents  contribute 
positively  to  the  smoker’s  response . . .  and . . .  developing  means 
of  increasing  the  relative  concentration  of  desirable 
constituents. 


Eichom  PA,  Dunn  WL  (Hiilip  Morris  Inc.),  Quarterly  Report  of  Projects  1600  and  2302  GDec.  31, 
1970),  in  141  Cong.  Rec.  H8 127-8 128  (daily  ed.  Aug.  1, 1995)  (emphasis  added).  See  AR(Wol  711 
Ref.  6). 

I^ilip  Morris  USA,  Research  and  Development  Five  Year  Plan,  1974-1978  (May  1973),  in  141  C!ong. 
Rec.  H8 130-8 131  (daUy  ed.  Aug.  1, 1995)  (emphasis  added).  AR(VoL  711  Ref.  6). 

Osdene  TS  (Philip  Morris  Inc.),  Five-Year  Plan  (OcL  29, 1973)  attaching  Dunn  WL,  Lowitz  DA, 

Will  F,  R&D  Strategy  Outline,  in  141  Cbng.  Rec.  H8131-8132  (daily  ed.  Aug.  1, 1995)  (emphasis  added). 
S€eAR(Vol.711Ref.6). 
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A(XX)rding  to  the  Philip  Morris  researchers,  the  natural  nicotine/tar  ratio  in  tobacco 
is  about  0.07.^^  By  1974,  the  researchers  found  that  by  boosting  this  natural  ratio  to 
about  0. 12  (i.e.,  by  raising  the  level  of  nicotine  in  relation  to  the  level  of  tar)  they  could 
make  a  low-delivery  cigarette  that  was  “comparable  to  the  Marlboro  in  terms  of  both 
subjective  acceptability  and  strength.”^  A  follow-up  study  in  1975  also  found  “evidence 
that  the  optimum  nicotine  to  tar  (N/T)  ratio  for  a  [low-delivery]  tar  cigarette  is  somewhat 
higher  than  that  occurring  in  smoke  from  the  rmtural  state  of  tobacco. Thus,  Riilip 
Morris’  research  showed  that  for  low-tar  cigarettes,  it  was  “optimal”  to  supply  a  higher 
proportion  of  nicotine  than  would  occur  naturally.  The  distribution  lists  accompanying 
both  the  1974  study  and  the  1975  follow-up  show  these  studies  were  distributed  to  senior 
officials  at  Philip  Morris,  including  Helmut  Wakeham,  the  vice  president  for  research  and 
development. 

As  Philip  Morris  enhanced  its  ability  to  reduce  tar  levels,  it  continued  to  research 
the  optimum  nicotine  levels  to  accompany  these  ever-lower  tar  levels.  It  also  conducted 
research  on  nicotine  deliveries  in  its  competitors’  low-tar  brands.  The  Philip  Morris 
researchers  concluded  that  the  nicotine-to-tar  ratios  in  their  competitors’  products  “go  up 
as  tar  goes  down.”  They  further  stated  that  “the  mechanics  of  cigarette  engineering 

^  Dunn  WL,  Jcdmston  M,  Ryan  F,  et  al.  (I^iilip  Mcvris  Inc.),  Plans  for  1972  (Sep.  8,  1971),  in  141 

Coag.  Rec.  H8128  (daily  cd.  Aug.  1, 1995).  See  AR  (VoL  71 1  Ref.  6). 

<■ 

Philip  Mcxris  Research  Center,  Behavioral  Research  Annual  Report  (Peart  II),  distributed  by  Osdene 
TS  (Nov.  1, 1974),  in  141  Cong.  Rec.  H7659  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Jones  B,  Houck  W,  Martin  P  (Philip  Mtxris  Inc.),  Low  Delivery  Cigarettes  and  Increased  Nicotine/T or 
Ratios,  A  Replication  (Oct  1975),  in  141  (ZtMig.  Rec.  H8132  (daily  ed.  Aug.  1, 1995)  (enqdiasis  added). 

AR(VoL711Ref.6). 

^  Dunn  WL  (Hiilip  Morris  Inc.),  Plans  and  Objectives-1979  (Dec.  6, 1978X  in  141  C(«g.  Rec.  H7670 
(daily  ed.  JuL  25, 1995).  See  AR  (VoL  14  Ref.  175a). 
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and  the  deliberate  decisions  of  our  competitors  are  such  as  to  suggest  that  high 

nicotine/tar  ratios  be  used  at  ultra  low  tar  levels.”^^ 

This  extensive  research  on  deliberately  altering  nicotine/tar  ratios  shows  that 

Philip  Morris  did  not,  in  fact,  want  to  allow  nicotine  to  “follow  the  tar  level”  but  instead 

wanted  to  supply  an  optimum  nicotine  level  that  required  independent  manipulatibn  of  the 

nicotine  delivery  of  cigarettes.  In  addition  to  the  research  on  optimal  nicotine/tar  ratios, 

Philip  Morris  scientists  have  conducted  other  product  development  research  relating  to  the 

delivery  of  nicotine.  In  the  1980’ s,  Philip  Morris  conducted  extensive  research  to  find 

“nicotine  analogues”  that  could  replace  nicotine  in  cigarettes.  As  described  in  section 

n.C.2.a.ii.,  above,  this  research  was  designed  to  find  analogues  that  would  specifically 

retain  nicotine’ s  pharmacological  effects  on  the  brain,  revealing  both  Philip  Morris’ 

recognition  of  the  pharmacological  effects  of  nicotine  and  its  intent  to  maintain  these 

pharmacological  effects  even  if  compelled  to  cease  the  use  of  nicotine. 

Philip  Morris  also  conducted  research  to  determine  whether  a  second  component 

of  tobacco  smoke,  acetaldehyde,  acted  synergistically  with  nicotine  to  produce  reinforcing 

effects  on  the  brain.  The  culmination  of  this  research  was  Philip  Morris’  attempt  to 

establish  the  “maximally  reinforcing”  ratio  of  acetaldehyde  to  nicotine  in  cigarette  smoke. 

This  research  demonstrates  again  Philip  Morris’  objective  of  identifying  pharmacologically 

active  doses  of  nicotine  and  of  enhancing  those  effects  where  possible.  A  1982  Philip 

Morris  report  on  research  plans  and  objectives  stated: 

Since  both  acetaldehyde  and  nicotine  are  reinforcing  agents  and 
each  are  contained  in  smoke  it  becomes  important  to  determine 
ratio  [s]  of  acetaldehyde  to  nicotine  which  produce  maximal 

Id.  at  H7670  (emphasis  added).  i 
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reinforcing  effects _ This  will  allow  us  to  determine  the 

optimum  ratio  of  acetaldehyde  to  nicotine  that  maintains  the  most 
behavior.^ 

Philip  Morris’  patents  further  reflect  and  corroborate  its  interest  in  developing 
methods  of  enhancing  nicotine  deliveries.  For  example,  among  other  patents  related  to 
nicotine,  Philip  Morris  holds  patents  to  permit  the  ‘^release  in  controlled  amounts  and 
when  desired  of  nicotine”^  and  for  “releasing  nicotine  into  tobacco  smoke.”^  The 
purpose  of  the  patented  method  is  to  “[m]aintain[ ]  the  nicotine  content  at  a  sufficiently 
high  level  to  provide  the  desired  physiological  activity^  taste  and  odor  which  this 
material  imparts.”^^ 

Collectively,  the  documents  in  the  administrative  record  show  that  ensuring  an 
adequate  delivery  of  nicotine  has  been  a  dominant  consideration  in  Philip  Morris  product 
research  and  development  for  nearly  30  years.  As  Project  Table  indicates,  Philip  Morris’ 
research  on  the  optimum  way  to  deliver  nicotine  to  snK)kers  continues  to  this  day. 

See  section  n.C.2.a.iii.,  above. 


^  DeNoble  VJ  (Philip  M(xris  Inc.),  Project  Number  1610  (Behavioral  Pharmacology)  Objectives  and 
Plans-1982-1983  (JuL  2a  1982X  at  2  (emphasis  added).  See  AR  (VoL  54  Ref.  1921). 

U.S.  Patent  No.  3,28a823,  Bavley  A,  Air  B,  Robb  11 EW,  assigned  to  Philip  Mcaiis  Inc.,  Additive- 
Releasing  Filter  for  Releasing  Additives  into  Tobacco  Smoke  (Oct  25, 1966),  at  C2:39-40.  See  AR  (Vol. 
26  Ref.  352). 

U.S.  Patent  No.  3,584,63a  Inskeep  GE,  assigned  to  Philq)  Morris  Inc.,  Tobacco  Product  Having  Low 
Nicotine  Content  Associated  with  a  Release  Agent  Having  Nicotine  WeaJdy  Absorbed  Thereon  (Jun.  15, 
1971),  atC2;5-15.  See  AR(Wol  27  Ref.  387). 

Id.  at  Cl;39-41  (emphasis  added). 

U.S.  Patent  No.  3,280,823,  Bavley  A,  Air  B,  Robb  II  EW,  assigned  to  Philip  Morris  Inc.,  Additive- 
Releasing  Filter  for  Releasing  Additives  into  Tobacco  Smoke  (Oct  25, 1966),  at  Cl:43-45.  See  AR  (Vol. 
26  Ref.  352). 
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b.  RJR’s  Product  Research  and  Development  Efforts 

RJR  has  also  conducted  product  research  and  development  to  ensure  that  its 
cigarettes  deliver  levels  of  nicotine  to  smokers  that  provide  desired  pharmacological 
effects.  A  presentation  from  RJR’s  researchers  to  its  marketing  department  in 
approximately  1977,  for  example,  reveals  that  RJR  understood  the  importance  of 
maintaining  adequate  nicotine  deliveries  as  tar  deliveries  declined  and  had  identified  a 
range  of  nicotine  delivery  levels  capable  of  producing  pharmacological  effects.  According 
to  this  presentation,  nicotine  has  two  roles  in  cigarettes.  First,  it  contributes  to  the  “mouth 
taste”  or  “mouth  satisfaction”  derived  from  a  cigarette.^  Second,  and  even  more 
important,  it  “acts  upon  the  central  nervous  system  and  produces  in  the  average  smoker  a 
sensation  one  could  describe  as  either  stimulating  or  relaxing.”^  Moreover,  according  to 
the  presentation,  “a  confirmed  smoker  attempts  to  get  a  certain  desired  level  of  nicotine. 

About  one  half  hour  after  smoking,  after  all  the  nicotine  has  been  biologically  or 
pharmacologically  inactivated,  the  smoker  experiences  a  need  for  nicotine  and  lights  up 
another  cigarette.”*^®  For  these  reasons,  the  researchers  reported  that  “a  zero  nicotine 
cigarette . . .  really  has  no  potential  to  provide  smoking  satisfaction.  It  produces  no  taste 
in  the  mouth,  but  even  more  seriously  it  fails  to  provide  the  ultimate  satisfaction  in  the 
lungs.'*" 

Seokus  M  (R.J.  Reynolds  Tobacco  Co.X  Some  Effects  of  Smoking,  (1976/1977),  at  7-9.  See 
AR  (Vol.  700  Ref.  593). 

Id.  tit3. 

Id.  at  5. 

Id.  at  9  (emphasis  added). 
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The  researchers  observed  that  RJR’s  competitors  “ore  fully  aware  of  the 

\ 

advisability  of  maintaining  a  low  tar  value  and  also  maintaining  the  nicotine  as  high  as 

possible They  cited  True,  which  is  produced  by  Lorillard  Tobacco  Co.,  as  an  example 

of  a  cigarette  in  which  tar  levels  had  been  reduced  dramatically  while  nicotine  levels  had 

been  left  essentially  unchanged,  stating: 

[T]he  old  True  had  1 1  mg  tar  [and]  .6  mg  nicotine  --  the  new  True  is  5  mg 
tar  [and]  .5  mg  nicotine.  So  although  the  tar  was  reduced  6  mg  from  1 1 
mg  to  5  mg,  nicotine  was  dropped  only  .1  mg. . . 

The  researchers  then  recoimnended  that  RJR  develop  cigarettes  that  reduced  tar 
but  maintained  nicotine  at  levels  sufficient  to  provide  “(1)  mouth  satisfaction — quality  of 
nicotine”  and  “(2)  ultimate  physiological  satisfaction — quantity  of  nicotine.”^^^ 
Specifically,  RJR  recommended  that  a  new  brand  deliver  5  mg  tar  and  0.5  to  0.8  mg 
nicotine,  stating  that  “on  inhalation  into  the  lungs,  0.5  mg  to  0.8  mg  of  nicotine  would 
provide  sufficient  nicotine  to  the  blood  to  produce  the  stimulation  and  relaxation  effects 
desired  by  the  smoker. As  discussed  in  section  n.C.4.a.ii.,  below,  RJR  appears  to  have 
implemented  these  recommendations. 

Similar  recommendations  were  made  by  Claude  Teague,  Jr.,  RJR’s  assistant 
director  for  research.  As  noted  in  section  n.C.2,b.i.,  above,  a  1972  memorandum  written 
by  RJR’s  assistant  director  for  research,  Charles  Teague,  referred  to  efforts  at  RJR  to 


Id,  at  10  (emphasis  added). 

Id.  (emphasis  added). 
*‘^W.atll. 

I±  at  1 1-12  (emphasis  added). 
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'"reducfe]  the  amount  of  *tar*  in  cigarette  smoke  per  unit  of  nicotine In  its 
comments,  RJR  confirms  that  it  has  conducted  research  on  cigarettes  with  enhanced 
nicotine-to-tar  ratios.®^^ 

In  addition  to  developing  low-tar  cigarettes  that  maintain  adequate  nicotine 
deliveries,  RJR  has  been  particularly  active  in  developing  novel  tobacco  products  that 
deliver  nicotine  but  few  other  components  of  tobacco  smoke.  As  noted  in  section 
II.C.2.b.i.,  above,  Teague  first  recommended  such  a  “futuristic”  product  in  1972,  urging 
that  *‘[t]here  should  be  some  simpler,  *  cleaner',  more  efficient  and  direct  way  to  provide 
the  desired  nicotine  dosage  than  the  present  system  involving  combustion  of  tobacco. 

RJR  actually  developed  and  marketed  such  an  alternative  tobacco  product,  called 
Premier,  in  the  late  1980’ s.  As  described  in  section  n.C.2.b.iii.,  above,  RJR  conducted 
comparative  studies  of  the  blood  levels  of  nicotine  produced  by  Premier  and  by 
conventional  cigarettes  to  ensure  that  Premier  delivered  normal  doses  of  nicotine  to  the 
user.  However,  because  the  tobacco  in  the  product  was  heated  rather  than  burned,  it 
delivered  the  vapor  recommended  by  Teague,  with  virtually  no  tar  and  other  non-nicotine 
components  of  normal  tobacco  smoke. 

Currently,  RJR  is  test-marketing  a  similar  product,  “Eclipse.”  As  described  in 
section  n.C.2.b.iii.,  above.  Eclipse,  like  Premier,  is  intended  to  rely  primarily  on  heating 

Teague  CE  (R.J.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  the  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14, 1972),  at  6  (emphasis  added). 

See  AR  (VoL  531  Ref.  125). 

R.J.  Reynolds  Tobacco  C!o.,  Comment  (Jaa  2, 1996),  at  3.  See  AR  (VoL  519  Ref.  103). 

Teague  CE  (RJ.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  The  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14, 1972),  at  7  (emphasis  added). 

See  AR  ( VoL  53 1  Ref.  1 25). 
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-rather  than  burning  tobacco  and  to  deliver  levels  of  nicotine  similar  to  a  conventional 
ultra-low-tar  cigarette,  but  much  reduced  levels  of  other  cigarette  smoke  constituents. 

RJR’s  extensive  efforts  to  develop  and  maiket  alternative  cigarettes  that  deliver 
nicotine  and  little  else  show  that  it  regards  nicotine  as  the  essential  ingredient  of  tobacco. 

The  efforts  also  show  that  RJR  regards  cigarettes  as,  in  effect,  devices  for  the  delivery  of 
nicotine. 

Like  Philip  Morris,  RJR  also  holds  various  patents  on  ways  to  manipulate  nicotine 
deliveries,  including  patmts  intended  to  “provide  a  cigar^e  which  delivers  a  laiger 
amount  of  nicotine  in  the  first  few  puffs  than  in  the  last  few  puffs”^^’  and  intended  to  mask 
the  harsh  flavor  of  cigarettes  with  increased  levels  of  nicotine.**^  Regardless  of  whether 
the  patents  have  been  actually  used  in  commercial  cigarettes,  they  are  further  evidence  of 
RJR’ s  interest  in  developing  ways  to  control  and  manipulate  nicotine  deliveries. 

c.  Brown  &  Williamson’s  Product  Research  and  Development  Efforts 
Like  Philip  Morris  and  RJR,  Brown  &  Williamson  and  its  parent  BATCX)  have 
conducted  research  to  identify  the  minimum  and  optimum  doses  of  nicotine  necessary  to 
produce  desired  pharmacological  effects  and  they  have  invested  considerable  resources  to 
develop  cigarettes  that  optimize  the  delivery  of  nicotine  to  smokers.  In  the  case  of  Brown 
&  Williamson  and  BATCX),  these  efforts  have  spanned  over  three  decades  and  show  a 
consistent  focus  on  methods  to  maintain  nicotine  deliveries  at  levels  sufficient  to  provide 

U.S.  Patent  No.  4,595,024,  Greene  TB,  Townsend  DE,  Perfetti  TA,  assigned  to  R.J.  Reynolds  Tobacco 
Company,  Segmented  Cigarette.  (Jun.  17,  1986),  at  C2:23-26.  See  AR  (VoL  26  Ref.  370). 

U.S.  Patent  No.  4,830,028,  Lawson  JW,  BuUings  BR,  Perfetti  TA,  assigned  to  R.J.  Reynolds  Tobacco 
Company,  Salts  Provided  from  Nicotine  and  Organic  Acid  as  Cigarette  Additives  (May  16,  1989),  at  Cl. 
Se«AR(VoL34Ref.593). 
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pharaiacological  satisfaction  while  reducing  tar  deliveries.  These  product  research  and 
development  efforts  cover  a  wide  variety  of  strategies  to  enhance  nicotine  deliveries, 
including  the  use  of  nicotine-rich  tobacco  blends,  genetic  manipulation  of  tobacco  plants, 
chemical  manipulation  of  tobacco  blends,  and  novel  filter  designs. 

i.  Product  Research  and  Development  in  the  196Q*s.  BATCO’s  produa 
research  and  development  efforts  to  optimize  nicotine  delivery  in  the  1960’s  focused  on 
three  areas.  According  to  an  internal  Brown  &  Williamson  memorandum  written  in  1965, 
one  goal  of  BATCO  research  was  to  '"find  ways  of  obtaining  maximum  nicotine  for 
minimum  tar.'"^^^  The  approaches  then  under  consideration  for  maximizing  nicotine  and 
minimizing  tar  included  “alteration  of  blends,”  “addition  of  nicotine  containing  powders  to 
tobacco,”  and  “nicotine  fortification  of  cigarette  papers.”^“  Similarly,  at  a  1967  BATCO 
conference,  the  researchers  urged  that  "[t]he  development  of  low  TPM,  normal  nicotine 
cigarettes  should  continueJ"^^^ 

As  part  of  its  effort  in  the  1960’s  to  maximize  nicotine  while  minimizing  tar, 

BATCO  investigated  whether  nicotine  delivery  could  be  controlled  by  increasing  the 
proportion  of  “extractable  nicotine”  (also  known  as  “free  nicotine”)  in  the  smoke  through 
increases  in  the  alkalinity  or  pH  of  tobacco  smoke.  By  changing  the  chemical 
characteristics  of  the  smoke,  this  technique  would  increase  the  amount  of  nicotine 


Griffith  RB  (Brown  &  Williamson),  Report  to  Executive  Committee  (Jul.  1, 1965),  at  2  (emphasis 
added).  See  AR  (VoL  27  Ref.  377). 

Minutes  of  BATCO  Group  R&D  Conference  at  Montreal,  Canada  (OcL  25,  1967),  at  4  (emphasis 
added).  See  AR  (Vol.  27  Ref.  378-1).  A  “low  TPM”  cigarette  refers  to  a  cigarette  low  in  “total  particulate 
matter”  or  “tar.” 


273 


44930  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 


II.C.3. 

absorbed  by  the  smoker  without  raising  the  level  of  nicotine  in  the  cigarette.  A  1966 
B  ATCO  study  confirmed  that  “the  reaaion  of  a  smoker  to  the  strength  of  the  smoke  from 
a  cigarette  could  be  correlated  to  the  amount  of  'extractable’  nicotine  in  the  smoke, 
rather  than  to  the  total  nicotine  content’’  further  explaining  that  “it  would  appear  that  the 
increased  smoker  response  is  associated  with  nicotine  reaching  the  brain  more 
quickly. A  1967  BATCO  study  found  that  the  addition  of  PEI  (polyethyleneimine)  to 
filters  caused  a  significant  increase  in  the  delivery  of  “extractable  nicotine”  to  the 
smoker. And  a  1968  study  reported  a  direct  correlation  between  smoke  pH  and 
nicotine  absorption  in  the  mouth,  seating  that  ''[njicotine  retention  appears  to  be 
dependent  principally  on  smoke  pH  and  nicotine  content. 

BATCO’ s  second  objective  was  to  develop  an  alternative  tobacco  produa  that 
delivered  nicotine  but  not  tar.  In  the  1960’s,  BATCO’ s  Charles  Ellis  worked  on  Project 
ARIEL,  an  early  Premier-like  tobacco  product  that  involved  heating  rather  than  burning 
ni(X)tine-enriched  tobacco.  According  to  a  1967  patent,  “the  invention . . .  seeks  primarily 
to  furnish  a  smoking  device  which  will  yield  nicotine  in  an  acceptable  form,  both 
psychologically  and  physiologically,  but  without  the  necessity  for  taking  into  the  system 
so  much  of  the  products  of  combustion  as  is  usual  when  smoking  a  conventional 

BATCO,  Further  Work  on  ‘Extractable’  Nicotine  (Sep.  30,1966),  at  BW-W2-11617  (emphasis  added). 
Sc«AR(VoL62Ref.308). 

BATCO,  Relation  between  ‘Extractable  Nicotine  ’  Content  of  Smoke  and  Panel  Response  (Mar.  17, 
1%7),  at  2.  See  AR  (VoL  176  Ref.  2045). 

BATCO,  The  Retention  of  Nicotine  and  Phenols  in  the  Human  Mouth  (1968),  at  BW-W2-1 1691 
(emphasis  added).  See  AR  (VoL  445  Ref.  7593). 
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cigarctte.”^^’  Although  ARIEL  was  never  commercialized.  Brown  &  Williamson 

continues  to  develop  and  patent  similar  tobacco  products  to  this  day.^“  Like  RJR*s 

development  of  Premier  and  Eclipse,  Brown  &  Williamson  and  BATCX)’s  development  of 

these  alternative  tobacco  products  that  deliver  little  more  than  nicotine  shows  that  the 

companies  regard  cigarettes  as,  in  effect,  devices  for  the  delivery  of  nicotine^ 

Third,  BATCO  launched  efforts  to  find  a  nicotine  analogue.  A  1968  conference  of  . 

BATCO  researchers  recommended:  . 

In  view  of  its  pre-eminent  importance,  the  pharmacology  of 
nicotine  should  continue  to  be  kept  under  review  and  attention  paid 
to  the  possible  discovery  of  other  substances  possessing  the  desired 
features  of  brain  stimulation  and  stress-relief  without  direct  effects 
on  the  circulatory  system.^^ 

BATCXD’s  interest  in  nicotine  analogues  led  to  a  1972  BATCO  report  that 
“concluded  that  substances  closely  related  to  nicotine  in  structure  (nicotine  analogues) 
could  be  important”  because  “[s]hould  nicotine  become  less  attractive  to  smokers,  the 
future  of  the  tobacco  industry  would  become  less  secure.”^^  Thus,  as  with  Philip  Morris, 


U.S.  Patent  No.  3356,094,  Ellis  CD,  Dean  C,  Hughes  IW,  assigned  to  Battelle  MenKxial  Institute, 
Smoking  Devices  (Dec.  5, 1%7),  at  C2:66-71  (em{diasis  added).  See  AR  (VoL  34  Ref.  571). 

Hiilip  Meuris  Inc.,  Draft  Rqwrt  Regarding  a  Pr(q)osal  for  a  “Safer”  Cigarette,  Ckxle-named  Table,  at  5 
(stating  that  “[OJther  tobacco  industry  patent  activity  by . . .  Brown  &  Williamson  illustrates  extensive 
interest  in  die  develc^ment  of  a  supoior  nicotine  delivery  device  widi  or  without  a  tobacco  base”).  See 
AR(Vol.531Rcf.  122). 

Slade  J,  Bero  LA,  Hanauer  P,  et  al..  Nicotine  and  Addiction,  the  Brown  &  Williamson  documents. 
Journal  of  the  American  Medical  Association  1995;274(3):225-233,  at  228.  See  AR  (VoL  528  Ref.  97). 

Minutes  of  BATCO  Research  Coiferaice  at  Hilton  Head,  SC  (Sep.  24-30,  1968),  at  3  (emphasis 
added).  See  AR  (VoL  31  Ref.  525-1). 

Kilbum  KD,  Underwood  JG  (BATCO),  Preparation  and  Properties  of  Nicotine  Analogues  (Nov.  9, 
1972),  at  1.  See  AR  (VoL  31  Ref.  524-1). 
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Brown  &  Williamson’s  nicotine  analogue  research  demonstrated  the  company’s  intention 
to  preserve  the  effects  of  nict^e  on  the  brain  in  new  tobacco  products. 

Collectively,  the  three  areas  of  produa  development  research  related  to  nicotine 
delivery  in  the  1960’s  show  Brown  &  Williamson’s  long-standing  focus  on  delivering 
pharmacologically  active  doses  of  nicotine  to  smokers. 

iL  Produa  Research  and  Development  to  Maintain  Pharmacologically 
Satisfying  Doses  of  Nicotine  while  Lowering  Tar.  Documents  in  the  administrative  record 
indicate  that  BATCO’s  efforts  in  the  1970’s  coalesced  around  the  objective  of  maintaining 
nicotine  deliveries  in  lower-tar  cigarettes.  The  minutes  of  a  1975  BATCO  research 
conference,  for  instance,  observed  that  ""[ojnce  again  the  need  for  normal  nicotine  low  tar 
cigarettes  which  appeal  to  the  consumer  was  identified.^"^^^  A  year  later,  at  a  1976 
BATCO  conference,  the  researchers  predicted  a  ""clear  opportunity^  for  low-tar,  normal- 
nicotine  cigarettes  “[pjrovided  we  can  get  smokers  to  dissociate  tar  from  nicotine  in  their 
minds  in  terms  of  a  possible  health  hazard.”^^^  At  another  1976  conference,  the 
researchers  stated: 

[I]n  that  the  ‘benefits’  of  smoking  appear  to  be  related  to  nicotine,  we  can 
infer  that  the  ‘benefits’  of  smoking  might  disappear  if  cigarettes  with  low 
levels  of  nicotine  became  the  norm . . 

In  conjunction  with  their  efforts  to  develop  cigarettes  that  were  low  in  tar  but 
maintained  nicotine  delivery.  Brown  &  Williamson  and  BATCO  conduaed  produa 

Minutes  of  BATCO  Group  R&D  Conference  at  Ma:ano,  Italy  (Apr.  2-8, 1975),  at  4  (emphasis  added). 

See  AR  (VoL  27  Ref.  379-1). 

Minutes  of  BATCO  Group  R&D  (Donfetence  on  Smoking  Behaviour  at  Southampton,  England 
(OcL  11-12, 1976),  at  8.  See  AR  (VoL  27  Ref.  379-2). 

74.  at  4. 
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development  research  in  the  1970’s  and  1980’s  to  determine  the  dose  of  nicotine  required 
to  produce  satisfying  pharmacological  effects  in  smokers.  Project  Wheat  was  central  to 
these  efforts.  The  multiyear  projea  had  two  parts.  In  Part  1,  the  attitudes  of  over  1,000 
smokers  were  surveyed  to  assess  their  “inner  need”  to  smoke.®^  In  Part  2,  the  smokers 
were  asked  to  assess  experimental  cigarettes  with  different  nicotine  deliveries.*^^ 

According  to  BATCO: 

The  purpose  of  the  survey  was  to  classify  smokers  into  a  number  of 
categories  showing  distinct  patterns  of  motivation,  and  different 
levels  of  so-called  Inner  Need,  as  a  first  step  towards  testing  the 
hypothesis  that  a  smoker's  Inner  Need  level  is  related  to  his 
preferred  nicotine  delivery. 

Project  Wheat  was  thus  designed  to  determine  the  optimum  dose  of  nicotine 
delivered  by  cigarettes  for  individual  smokers  as  a  function  of  the  strength  of  their  “inner 
need”  to  smoke.  BATCO  researchers  defined  “inner  need”  as  the  smoker’s  use  of 
cigarettes  to  relieve  stress,  aid  concentration,  control  appetite,  and  relieve  craving.^^^ 

These  are  the  characteristic  pharmacological  effects  of  nicotine.  See  section  II.B.,  above. 

They  also  described  “the  ‘inner  need’  dimension”  as  correlating  “with  the  extent  of 
inhalation,  with  the  craving  for  cigarettes  when  these  are  not  available,  and  with  the 


Wood  DJ,  Wilkes  EB  (BATCO),  Project  Wheat  -  Part  1:  Cluster  ProfiUs  ofU.K.  Male  Smokers  and 
their  General  Smoking  Habits  (Jul.  10, 1975),  at  1.  See  AR  (VoL  20  Ref.  204-1). 

Wood  DJ  (BATCOX  Project  Wheat  -  Part  2:  U.K.  Male  Smokers:  Their  Reactions  to  Cigarettes  of 
Different  Nicotine  Delivery  as  Influenced  by  Inner  Need  (Jan.  30,  1976).  See  AR  (VoL  20  Ref.  204-2). 

Wood  DJ,  Wilkes  EB  (BATCO),  Project  Wheat  -  Part  1:  Cluster  Profiles  of  U.K.  Male  Smokers  and 
their  General  Smoking  Habits  (Jul.  10, 1975),  at  1  (emphasis  added).  See  AR  (VoL  20  Ref.  204-1). 

Wood  DJ  (BATCO),  Project  Wheat  (Jan.  10,  1974).  See  AR  (VoL  177  Ref.  2056). 
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difficulty  which  donsumers  anticipate  in  giving  up  smoking  Thus,  a  nicotine  level  that 

satisfies  “inner  need”  is  one  that  provides  desired  pharmacological  effects. 

According  to  the  BATCO  researchers,  the  hypothesis  that  “inner  need”  is  related 

to  nicotine  delivery  should  be  “seen  as  part  of  a  general  approach  to  the  problem  of 

designing  cigarettes  of  increased  consumer  acceptance.”*^’  They  further  explained:  “/n 

considering  which  product  features  are  important  in  terms  of  consumer  acceptance,  the 

nicotine  delivery  is  one  of  the  more  obvious  candidates.  —  The  importance  of  nicotine 

hardly  needs  to  be  stressed,  as  it  is  so  widely  recognised.*'^ 

Projea  Wheat  found  that  “[a]s  prediaed  by  the  hypothesis.  High  Need  clusters 

tend  to  prefer  relatively  high  nicotine  cigarettes,  their  optimum  nicotine  delivery  being 

higher  than  that  of  Low  Need  clusters.”*^^  Projea  Wheat  also  found  that  there  was  a 

conflia  between  smokers’  concern  for  health,  which  led  them  to  favor  low-tar  brands  of 

cigarettes,  and  their  “inner  need”  to  smoke,  which  led  them  to  seek  higher  nicotine  levels. 

According  to  the  projea  report: 

Concern  for  the  possible  health  risks  of  smoking  influences 
consumers  in  the  direction  of  trying  low  delivery  brands. . . . 

However  there  is  evidence  of  a  conflia  between  concern  for  health 

and  the  desire  for  a  satisfying  cigarette,  from  which  it  follows  that  *  ' 

low  tar  brands  would  be  much  more  widely  accepted  if  their 

Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong., 

2d  Sess.  438  (Jun.  21  and  23, 1994)  (emphasis  added).  See  AR  (VoL  709  Ref.  3). 

Wood  DJ,  Wilkes  EB  (BATCO),  Project  Wheat  -  Part  1:  Cluster  Profiles  of  U.K.  Male  Smokers  and 
their  General  Smoking  Habits  (JuL  10, 1975X  at  1.  See  AR  (VoL  20  Ref.  204-1). 

^  Id.  at  3  (emphasis  added). 

Wood  DJWB  ATCOX  Project  Wheat  -  Part  2:  U.K.  Male  Smokers:  Their  Reactions  to  Cigarettes  of 
Different  Nicotine  Delivery  as  Influenced  by  Inner  Need  (Jan.  30, 1976),  at  1  (emphasis  added).  See  AR 
(VoL  20  Ref.  204-2). 
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nicotine  deliveries  could  be  brought  within  the  range  required  by 
^  groups  of  consumerts]. 

Most  important,  the  project  developed  a  model  of  the  cigarette  market  that 

showed  a  “substantial  potential”  for  cigarettes  that  attract  smokers  concerned  about  both 

their  health  and  satisfying  their  “inner  need”  for  nicotine.  According  to  the  project  report 

A  model  of  the  market  is  now  proposed  in  which  two  major 
determinants  of  the  type  of  cigarette  which  best  suits  a  smoker’s 
requirements  are  Inner  Need  and  concern  for  health.  This  model 
leads  to  the  conclusion  that  there  is  a  substantial  potential  for  a 
range  of  cigarettes  which  at  present  is  not  availMe.  These- 
cigarettes  range  from  some  with  low  tar  and  medium  nicotine 
deliveries  to  others  with  medium  tar  and  high  nicotine  deliveries, 
and  are  visualised  as  attracting  those  smokers  who  combine  above 
average  Inner  Need  with  above  average  concern  for  health.®^^ 

A  chart  in  the  Projea  Wheat  report  showed  the  magnitude  of  this  new  potential 

market.  According  to  the  chart,  over  40%  of  smokers  want  a  cigarette  with  lower  tar  and 

higher  nicotine  than  currently  available.^ 

Project  Wheat  is  persuasive  evidence  of  the  extensive  product  research  and 

development  by  Brown  &  Williamson  and  B  ATCO  to  manipulate  nicotine  levels  to 

provide  pharmacologically  active  doses  of  nicotine.  Project  Wheat’s  “model  of  the 

market”  showed  the  companies  that  there  existed  a  significant  market  for  cigarettes  with 

low-tar  levels  but  relatively  enhanced  nicotine  levels. 

Brown  &  Williamson  and  BATCO  conducted  additional  research  designed  to 

correlate  nicotine  dose  and  pharmacological  effects.  For  example,  a  1980  BATCO  Group 

Id.  At  AS. 

Id.  at  2  (emphasis  added). 

^  Id.  at  50-51. 
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R&D  report  describes  BATCO’s  successful  effort  to  develop  an  improved  method  for 

measuring  nicotine  and  its  metabolites  in  the  body.  The  method  was  developed  to  study 

the  pharmacological  effects  of  nicotine  and  their  relationsliip  to  nicotine  dose. 

The  report  states  that  in  some  cases: 

the  pharmacological  response  of  smokers  to  nicotine  is  believed  to  be 
responsible  for  an  individual’s  smoking  behaviour,  providing  the  motivation 
for  and  the  degree  of  satisfaction  required  by  the  smoker. 

[W]here  the  causal  relationship  between  nicotine  and  individual 
biochemical  physiological  or  psychological  responses  are  to  be 
investigated,  accurate  information  regarding  nicotine  dose  is  essential.^^ 

A  related  study  was  designed  to  provide  an  animal  model  that  would  allow  BATCO  to 

« 

estimate  human  nicotine  doses  and  to  aid  in  understanding  the  relationship  between  the 
dose  of  nicotine  delivered  by  cigarettes  and  smokers’  choice  of  particular  brands.^ 

A  session  on  “Nicotine  Dose  Estimation”  at  BATCO’s  1984  Smoking  Behaviour- 
Marketing  Conference  was  intended  “to  review  the  current  status  of  plasma/urinary 
measures ...  of  nicotine  dose  and  to  identify  the  significance  for  the  smoker  and  product 
design.”^’  That  same  year,  BATCO  described  its  proposed  research  agenda  for  1985- 
1987  as  including  studies  ‘"to  establish  the  minimum  dose  of  smoke  nicotine  that  can 
provide  pharmacological  satisfaction  for  the  smoker.”^ 

Read  GA,  Andeison  IGM  (BATCX)  Group  R&D),  Method  for  Nicotine  and  Cotinine  in  Blood  and 
Urine  (May  21, 1980),  at  2-3.  See  AR  (VoL  59  Ref.  235). 

^  Read  GA,  Anderson  IGM,  Giapman  RE  (BATCO  Group  R&D),  Nicotine  Studies:  A  Second  Report. 

Estimation  of  Whole  Body  Nicotine  Dose  by  Urinary  Nicotine  and  Cotinine  Measurement  (Mar.  3, 1981), 
at  9-10.  See  AR  (VoL  59  Ref.  234). 

Proceedings  of  BATCO  Group  R&D  Smoking  Behaviour-Marketing  Conference,  Session  II,  Montreal, 

(Onada  (Jul.  9-12, 1984)  (slideX  at  BW-W2-02641 .  See  AR  (VoL  23  Ref.  305). 

^  BATCO  Group  R&D  Research  Programme,  1984:  Proposed  revisions  for  1985-87,  Research 
conference,  Southampton,  England  (Sep.  1984),  at  2  (emphasis  added).  See  AR  (VoL  22  Ref.  280). 
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As  described  below,  Brown  &  Williamson  and  BATCO  pursued  three  different 
strategies  in  the  late  1970’s  and  1980’s  for  reducing  tar  deliveries  in  cigarettes  while 
maintaining  adequate  nicotine  deliveries. 

iii  Blending  and  *T-1.”  One  approach  to  reducing  tar  levels  while 
maintaining  adequate  nicotine  levels  is  througli  blending.  As  noted  above  in  section 
n.C.3.c.i.,  BATCO  researchers  first  investigated  this  approach  30  years  ago,  when  they 
recommended  “alteration  of  blends”  as  one  way  to  obtain  “maximum  nicotine  for 
minimum  tar.”*^^  By  1976,  they  had  concluded  that  "Hfwre  would  appear  to  be  a 
fortlKoming  demand  for  high  nicotine  tobacco^'  in  view  of  the  interest  in  increasing  the 
nicotineAar  ratios  in  low  tar  cigarettes.^^ 

By  the  late  1970’s,  Brown  &  Williamson  had  begun  a  decade-long  effort  to 
develop  a  high-nicotine  flue-cured  tobacco  plant  that  came  to  be  named  “Y-1.”  As 
described  in  the  Jurisdictional  Analysis,  the  Agency  found  that  the  company  used 
conventional  and  advanced  genetic  breeding  techniques  to  develop  a  commercially  viable 
plant  that  had  almost  twice  the  nicotine  content  of  domestically  grown  varieties  of  flue 
cured  tobacco.  See  60  FR  41700-41702.  Whereas  typical  domestic  varieties  of  tobacco 
contain  between  2.5%  to  3.5%  nicotine.  Brown  &  Williamson’s  patent  for  Y-1  indicated 
that  the  company  had  succeeded  in  raising  the  nicotine  level  to  about  6%  by  weight.^^‘ 

Brown  &  Williamson  achieved  this  objective  by  cross-breeding  commercial  varieties  of 

Griffith  RB  (BATCO),  Report  to  Executive  Committee  (Jul.  1, 1965),  at  2.  See  AR  (VoL  27  Ref.  377). 

Minutes  of  BATCO  Group  R&D  dlonfetence  (m  Smoking  and  Behaviour  at  Southampton,  England 
(OcL  1 1-12, 1976)  at  BW-W2-0231 1  (emphasis  added).  See  AR  (VoL  27  Ref.  381). 

U.S.  Patoit  application,  Fisho:  PR,  Hardison  HA,  Bravo  JE,  New  Variety  of  Tobacco  Plant,  assigned  to 
Brown  &  Williamson  Tobacco  Corp.  (1991),  at  1.  See  AR  (VoL  68  Ref.  14). 
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tobacco  with  Nicotiana  rustica,  a  wild  tobacco  variety  that  is  very  high  in  nicotine  but  is 
not  used  in  conunercial  cigarettes  because  of  its  harshness. 

Brown  &  Williamson  had  Y-1  made  into  a  male  sterile  plant,  a  technique  that 
ensures  that  when  the  plant  is  grown  it  will  not  produce  seeds  that  can  be  appropriated  by 
others.^’^  Brown  &  Williamson  grew  the  plant  in  Brazil.^^^  The  Agency  further  found, 
and  the  company  does  not  dispute,  that  Y-1  was  eventually  used  in  five  different  brands  of 
cigarettes  in  1993,  and  that  as  of  mid-1994  Brown  &,  Williamson  still  had  3.5  million  to  4 
million  pounds  of  additional  Y-1  in  storage.^^ 

The  purpose  of  Y-1  was  to  develop  a  high-nicotine  tobacco  that  could  be  used  as  a 
“blending  tool”  so  that  products  could  be  designed  that  were  lower  in  tar  but  not  lower  in 
nicotine.^^’  Although  Brown  &  Williamson  asserts  that  it  never  used  Y-1  in  commercial 
cigarettes  to  raise  nicotineAar  ratios,  the  company  does  not  dispute  that  its  goal  was  to 
deliberately  alter  the  traditional  relationship  between  tar  and  nicotine.  Indeed,  Brown  & 
Williamson  implicitly  concedes  that  the  company  used  Y-1  to  develop  “prototypes”  with 
increased  nicotineAar  ratios  and  tested  them  on  consumer  panels.^^  The  development  of 
Y-1  thus  provides  direct  evidence  of  Brown  &  Williamson’s  intention  to  enhance  nicotine 
deliveries. 

Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103  Cong,,  2d 
Sess.  18  (JuA.  21, 1994)  (testimony  of  David  Kessler).  See  AR  (VoL  709  Ref.  3). 

Id.  at  142  (testimtxiy  of  Thomas  Sandefur,  chairman  and  (3EO,  Brown  &  Williamson). 

Transcript  of  FDA  Meeting  with  Brown  &  Williamstm  (Jun.  17, 1994),  at  124-125.  See  AR  (VoL  28 
Ref.  414). 

Mat  85-86. 

Brown  &  Williamson  Tobacco  Corp.,  Comment  (Jan.  2, 1996),  at  32.  See  AR  (VoL  529  Ref.  104). 
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iv.  Chemical  Manipulation.  Another  approach  to  reducing  tar  while 
maintaining  adequate  nicotine  for  the  smoker  is  to  alter  the  chemistry  of  tobacco  smoke  in 
a  manner  that  increases  the  transfer  of  nicotine  to  the  smoker.  As  discussed  above, 

BATCO  did  work  in  this  area  in  the  1%0’s,  which  suggested  that  increasing  the 
percentage  of  “extractable  nicotine”  delivered  to  the  smoker  resulted  in  “nicotine  reaching 
the  brain  more  quickly 

BATCO’s  research  and  development  efforts  continued  in  the  1970’s  and  1980’s. 

In  a  1976  research  conference,  BATCO  researchers  discussed  how  the  use  of  a  filter 

additive  PEI  or  “alkali  treatment”  could  “maintain  normal  nicotine  reaction  for  the  smoker 

while  actually  reducing  the  amount  of  nicotine  per  cigarette”: 

A  second  approach ...  is  to  aim  at  a  lower  smoke  production  per 
cigarette  (i.e.  lower  tar)  while  maintaining  “normal”  nicotine.  Work 
along  these  lines  is  already  going  on.  A  further  modification  of  this 
approach  is  to  maintain  normal  nicotine  reaction  for  the  smoker 
while  actually  reducing  the  total  amount  of  nicotine  per  cigarette. 

It  is  believed  that  this  can  be  done,  e.g.  by  the  use  of  P.E.I.  or  by 
alkali  treatment  of  tobacco  stems. 

Similar  observations  were  made  at  other  research  conferences.  In  1978,  for  instance, 

BATCO  researchers  stated:  “With  conventional  cigarettes,  the  transfer  of  nicotine  to  the 
smoker  from  the  tobacco  has  very  low  efficiency.  Potentially,  therefore,  opportunities 
exist  for  very  big  savings  intobacco  if  this  low  efficiency  can  be  greatly  increased'"^^ 

BATCO,  Further  Work  on  ‘Extractable’  Nicotine  (1966),  at  BW-W2-1 1621.  See  AR  (Vol.  62  Ref. 

308). 

Morini  HA  (BATCO),  Cigarettes  with  Health  Reassurance  (1976),  at  1  (emphasis  added).  See  AR 
(Vol.  27  Ref.  380). 

Notes  on  BATCO  Group  R&D  Conference  at  Sydney,  Australia  (Mar.  1978),  at  4  (emphasis  added). 

See  AR  (VoL  26  Ref.  367). 
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This  would  not  be  an  “opportunity”  if  the  company  did  not  recognize  that  nicotine  was  the 
essential  active  ingredient  intended  to  be  delivered. 

In  1982,  BATCO  researchers  urged  that  a  design  objective  for  new  products 
should  be  “to  enhance  or  maximise  sensory  and  pharmacological  sensations,  i.e.,  ‘to  make 
the  smoke  work  harder*  so  as  to  achieve  maximum  seiisation  at  a  given  delivery  level.”^ 

And  in  1984,  BATCO  researchers  discussed  a  study  in  which  “experimental  cigarettes . . . 
will ..  .be  used  to  improve  the  efficient  use  of  smoke  nicotine  through  pH 
modification**^^ 

V,  “Elasticity”  Technologies.  A  third  approach  to  lowering  tar  while 
maintaining  an  adequate  nicotine  delivery  is  to  increase  the  “elasticity”  of  cigarettes. 

“Elasticity”  refers  to  the  ability  of  a  cigarette,  whatever  its  nicotine  yield  as  measured  by  a 
smoking  machine,  to  deliver  enough  smoke  to  permit  a  smoker  to  obtain  the  nicotine  the 
smoker  needs.  The  elasticity  of  a  cigarette  can  be  increased,  for  instance,  by  placing 
ventilation  holes  in  the  filter.  These  holes  allow  fresh  air  to  be  pulled  into  the  smoking 
machine  during  inhalation,  thereby  diluting  the  smoke  and  reducing  the  measured  yields. 

However,  the  holes  can  be  blocked  by  smokers’  fingers  or  lips,  allowing  the  smoker  to 
obtain  more  nicotine  than  the  machine  measured  delivery.  See  60  FR  41716-41718. 

Brown  &  Williamson  and  BATCO  sought  to  develop  elasticity  technologies.  During  a 
1983  BATCO  conference,  BATCO  researchers  observed  that  “[ejlasticity  can  be  designed 


Minutes  of  BATCO  Researdi  Conference  at  Montebello,  Canada  (Aug.  30-Sep.  3, 1982),  at  3 
(emphasis  added).  See  AR  (Vol.  179  Ref  2082). 

BATCO,  Proposed  Revisions  for  1985-1987  (Sep.  1984),  at  1-2  (em{riiasis  added).  AR(VoL  26 
Ref  369-1). 
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into  a  cigarette  using  tobacco  blend  and  pressure  drop  components.”^^  A  year  later,  at  a 

1984  conference,  BATCO  researchers  elaborated: 

Compensation  by  modifying  smoking  regime ...  is  a  topic  which  is 
'  being  explored  . . .  and  this  includes  designing  products  which  aid 
smoker  compensation. 

The  marketing  policy  concerning  this  type  of  product  is  not 
clear  but  it  is  believed  it  will  depend  largely  on  the  degree  of 
elasticity  in  the  design  and  how  overtly  this  elasticity  is  achieved. 

The  consensus  is  that  small  improvements  in  elasticity  which  are 
less  obvious,  visually  or  otherwise  is  likely  to  be  an  acceptable 

^  663 

route. 

Taken  together.  Brown  &  Williamson  and  BATCO’ s  produa  research  and 

development  efforts  exhibit  a  sustained  focus  on  nicotine  over  the  course  of  three  decades. 

The  companies  recognized  through  their  research  that  significant  marketing  opportunities 

existed  for  cigarettes  that  reduced  tar  deliveries  but  maintained  nicotine  deliveries  at  levels 

high  enough  to  satisfy  smokers’  “inner  need”  for  nicotine.  They  then  developed  a  broad 

range  of  techniques  for  enhancing  nicotine  deliveries.  These  extensive  efforts  ate 

evidence  of  a  “design”  or  “plan”  to  manipulate  and  control  nicotine  deliveries  to  provide  a 

pharmacologically  active  dose  of  nicotine. 

d.  Other  Cigarette  Manufacturers’  Product  Research 
and  Development  Efforts 

L  American  Tobacco  Company.  The  American  Tobacco  Company 
(American  Tobacco)  also  conducted  extensive  research  and  development  on  ways  to 
increase  and  optimize  nicotine  deliveries.  In  1969,  for  instance,  the  company 


BATCO,  Smoking  Behavior  Conference:  Overview  (1983),  at  BW-W2-03292.  See  AR  (Vol.  27  Ref. 
392). 

Proceedings  of  BATCO  Group  R&D  Smoking  Behaviour-Marketing  Conference,  Session  III  (JuL  9-12, 
1984),  at  55  (emphasis  added).  See  AR  (VoL  27  Ref.  391). 
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manufactured  Lucky  Strike  cigarettes  enriched  with  a  nicotine  salt  (nicotine  malate)  and 
sold  them  in  the  Seattle  maiket.^ 

In  1974,  the  company’s  manager  of  new  products,  R.  M,  Irby,  wrote  to  the  vice 
president  of  manufacture  and  leaf,  J.  B.  McCarthy,  to  summarize  “our  current  knowledge 
regarding  increasing  the  nicotine  content  of  reconstituted  tobacco.”^  Irby’s 
memorandum  stated  that  nicotine  in  reconstituted  tobacco  could  be  increased  either  by 
adding  “Compound  W,”  a  code  name  for  nicotine,  to  the  reconstituted  tobacco  or  by 
replacing  “the  lower  nicotine-containing  leaf  components  such  as  Turkish . . .  with  high 
nicotine  tobacco  such  as  Malawi  sun-cured  scrap  (5%  nicotine).”^ 

Three  years  later,  American  Tobacco  researchers  wrote  a  memorandum  describing 
“suggested”  ways  of  increasing  the  nicotineAar  ratio  in  cigarettes.  The  methods  included 
the  “addition  of  ammonia  salts ...  to  tobacco,  which  on  smoking  would  free  the  ammonia 
and  thereby  cause  an  increase  in  nicotine  transfer  to  the  smoke.”^’ 

By  1980,  American  Tobacco  was  conducting  experiments  on  this  idea  by  adding  a 
salt  (potassium  carbonate)  to  its  Tareyton  blend.  According  to  the  research  memorandum 
describing  the  experiment,  “[s]ince  most  nicotine  in  tobacco  is  a  non-volatile  salt,  it  was 


Letter  to  Waxman  HA,  on  behalf  of  die  American  Tobacco  Company  (OcL  14, 1994),  at  3.  See  AR 
(VoL26Ref.355). 

Irby  RM  Jr.  (American  Tobacco),  Nicotine  Content  of  Reconstituted  Tobacco  (Jim.  5,  1974),  at  1.  See 
AR  (Vol.  26  Ref.  357-3). 

“*W.atl-2. 

Pederson  PM  (American  Tobacco),  A  Study  of  the  Nicotine  to  Tar  Ratio  (Apr.  18, 1977),  at  4.  See  AR 
(VoL26Ref  365). 
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thought  that  a  greater  transfer  would  take  place  if  the  tobacco  was  made  basic  causing 
the  nicotine  to  volatilize  when  the  cigarette  is  smoked.  ”  ^ 

Other  efforts  by  American  Tobacco  to  increase  the  amount  of  nicotine  delivered  by 
its  cigarettes  are  described  in  the  Jurisdictional  Analysis.  See  60  FR  41675-41677.  These 
efforts  show  that  like  Philip  Morris,  RJR,  and  Brown  &  Williamson,  American  Tobacco 
has  designed  and  planned  ways  to  enhance  nicotine  deliveries  to  smokers. 

il  Lorillard  Tobacco  Company.  Like  the  other  cigarette  manufacturers,  the 
Lorillard  Tobacco  Company  developed  knowledge  about  numerous  ways  to  manipulate 
and  control  nicotine  deliveries.  For  instance,  in  a  1975  presentation,  Alexander  Spears, 
the  vice  chairman  and  chief  operating  officer  of  Lorillard,  stated  that  “[t]hrough  [a] 
combination  of . . .  variables, . . .  it  is  possible  to  manipulate  the  yield  of  nicotine  from 
about  .1  mg  to  4  mg  per  cigarette""^  The  variables  cited  by  Spears  as  controlling 
nicotine  deliveries  included  “the  nicotine  content  of  the  tobacco”;  “[the]  porosity  of  the 
wrapper  and/or  ventilation  at  the  filter'’;  “the  affinity  of  the  filter  material  for  nicotine, 
particularly  as  a  function  of  smoke  pH”;  and  “plant  genetics.”*’® 

In  a  1981  paper  on  tobacco  leaf  blending,  Spears  further  described  “r/ie  ways  in 
which  higher  nicotine  levels  can  be  achieved."^^^  Spears  explained  that  nicotine 

Bodenhamer  NL  (American  Tobacco),  Letrf  Services  Monthly  Report  for  June  (Jun.  30, 1980) 

(emphasis  added).  See  AR  (Vol.  27  Ref.  385) 

^  Spears  AW  (Lorillard  Tobacco  Co.),  Factors  Affecting  Smoke  Delivery  of  Nicotine  and  Carbon 
Monoxide,  presented  at  the  1975  Syn^)osiuni-Nicotine  and  Carbon  Dioxide  (Nov.  17-18, 1975),  in 
Symposium  Proceedings- 1,  at  13  (enq>hasis  added).  See  AR  (VoL  27  Ref.  395a). 

^^Id. 

Spears  AW,  Jones  ST  (Lorillard  Tobacco  Co.),  Chemical  and  I%ysical  Critoias  fcH*  Tobacco  Leaf  of 
Modem  Day  Cigarettes,  Recent  Advances  in  Tobacco  Science,  OcL  6-9, 1981;7:19-39,  at  23.  See  AR 
(Vol.  26  Ref.  373-1). 
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concentrations  of  tobaccos  vary  widely,  from  3.65%  nicotine  in  upper-stalk  Burley 
tobacco  and  3.26%  in  upper-stalk  flue-cured  tobacco  to  0.95%  in  Oriental  tobacco  and 
0.85%  in  stem-sheet  or  reconstituted  tobacco.  According  to  Spears,  ""[hjigher  nicotine 
levels  can  be  achieved  by  decreasing  Oriental  and  the  stem  and  tobacco  sheet  and 
increasing  the  Burley  and  upper  stalk  positions  of  both  the  Rue-cured  and  the  Burley 
tobacco.”^’^  He  further  observed  that  “current  research  is  directed  toward  increasing  the 
nicotine  levels  while  maintaining  or  marginally  reducing  the  ‘tar’  deliveries.”*^^ 

The  administrative  record  thus  reveals  that  the  cigarette  manufacturers  have 
consistently  focused  their  produa  research  and  development  efforts  on  developing 
methods  to  maintain  or  enhance  nicotine  deliveries.  These  activities  are  remarkable  for 
their  sustained  duration  and  for  the  faa  that  each  cigarette  manufacturer  independently 
acquired  similar  capabilities  to  manipulate  and  control  nicotine  deliveries.  This  again 
demonstrates  the  central  role  of  nicotine  delivery  in  the  design  of  cigarettes. 

e.  Filter  and  Paper  Suppliers’  Product  Research  and 
Development  Efforts 

The  filter  and  paper  suppliers  for  cigarette  manufacturers  also  developed  products 
to  enhance  nicotine  deliveries,  including  methods  for  “increasing  nicotine  delivery  without 
changing  tar  delivery**^^  and  for  “alter[ing]  cigarette  nicotine  delivery  independently  of  tar 

Id.  at  24  (emphasis  added). 

/d.  at  31  (emphasis  added). 

Selke  WA,  Making  the  cigarette  do  just  what  you  want  it  to  do.  Journal  Tobacco  IntemationaL, 

1983: 12  (emphasis  added).  See  AR  (VoL  102  Ref.  8%). 
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delivery These  efforts  are  not  direct  evidence  of  the  manufacturers’  intent,  because 
the  product  development  was  conducted  by  suppliers,  rather  than  the  manufaaurers 
themselves.  Nevertheless,  the  suppliers’  efforts  corroborate  the  Agency’s  finding  that  the 
cigarette  manufactureis  seek  the  capability  to  enhance  nicotine  deliveries  in  low-tar 
cigarettes.  They  show  that  the  suppliers  understood  manufacturers  to  be  interested  in 
acquiring  products  that  would  enable  the  manufacturers  to  selectively  remove  more  tar 
than  nicotine  from  cigarette  smoke. 

To  develop  products  with  enhanced  nicotine  deliveries,  the  filter  and  paper 
suppliers  altered  the  filtration  and  ventilation  systems  in  cigarettes.  Filters  are  used  to  trap 
smoke  particles  before  they  enter  the  mouths  of  smokers.  Ventilation  technologies  draw 
air  into  the  cigarette  through  holes  in  the  filter  or  through  porous  cigarette  paper,  diluting 
the  smoke.  The  suppliers  found  that  these  systems  could  be  manipulated  to  selectively 
remove  more  tar  than  nicotine,  thereby  increasing  the  nicotine/tar  ratio  in  the  smoke. 

Documents  in  the  administrative  record  describe  several  of  the  methods  developed 
for  increasing  nicotine  delivery  relative  to  tar.  According  to  one  report,  “[s]imply 
changing  the  location  of  the  vents  in  a . . .  filter  has  a  measurable  effect  on  the  cigarette 
performance,”  with  “the  nicotine  content  [being]. . .  greatest  when  the  vents  were 
positioned  where  the  tobacco  and  filter  were  joined.”^’®  The  same  effect  could  be 
achieved  by  perforating  the  cigarette  paper.  One  report  found  that  “[increasingly  porous 

Lee  BM  (Eastman  Kodak  Company),  Modification  of  Nicotine  to  Tar  Ratio  in  Cigarette  Smoke,  42nd 
Tobacco  (Chemists’  Research  Conference,  Lexington,  Kentucky  (Oct  2-5, 1988),  at  33  (emphasis  added). 

AR(VoL639Ref.2). 

Kiefo*  JE,  Vaitilated  Filters  and  Their  Effect  on  Smoke  Composition,  Recent  Advances  in  Tobacco 
Science  (1979),  at  79.  See  AR  (Vol.  28  Ref.  465). 
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perforated  papers  . . .  selectively  increase  nicotine _ Research  ^  a  tobacco 

company  confirmed  the  influence  of  paper  design  on  tar  and  nicotine  deliveries,  finding 
that  “tar/nicotine  ratios  are  determined  primarily  by  paper  permeability;  high  permeability 
produces  the  lowest  tar/nicotine  ratios.”*’*  A  low  tar/nicotine  ratio  is  mathematically 
equivalent  to  a  high  nicotine/tar  ratio. 

Other  reports  have  shown  that  cigarettes  designed  with  inoeased  ventilation  and 
less  filtration  will  “increas[e]  nicotine  delivery  without  changing  tar  delivery;”*’^  and  that 
the  use  of  additives  to  increase  the  pH  of  the  filter  will  alter  cigarette  nicotine  delivery 
independently  of  tar  delivery,  increasing  the  nicotine/tar  ratio  by  up  to  15%.**® 

f.  These  Product  Research  and  Development  Efforts  Were 
Undertaken  for  Commercial  Reasons 

The  cigarette  manufaaurers  do  not  generally  dispute  that  they  engaged  in  the 
product  research  and  development  aaivities  described  above.  Instead,  they  argue  that 
their  research  on  increasing  or  maintaining  nicotine  delivery  while  lowering  tar  was  largely 
in  response  to  “government”  initiatives.  In  support  of  this  claim,  these  comments  refer  to 


Owens  Jr.  WF  (Ecusta  Papa:  and  Film  Groi^),  Effect  of  Cigarette  Paper  on  Smoke  Yield  and 
Composition,  32d  Tobacco  Oiemists’  Research  Omference,  Mcmtreal,  Canada  (1978)  (enq^basis  added). 
See  AR  (VoL  639  Ref.  2). 

McMurtrie  A,  Litringer  EF,  and  Wu  DT,  Cigarette  Paper  Effects  on  Tar/Nicotine  and  CO/Tar  Ratios, 
35th  Tobacco  Chemists’  Research  Conference,  Winston-Salem,  North  Carolina  (1981).  See  AR  (VoL  639 
Rel  2). 

Selke  WA,  Making  the  cigarette  do  just  what  you  want  it  to  do.  Journal  Tobacco  International 
1983:  IZ  See  AR  (VoL  102  Ref.  896). 

Browne  CL  (Hoechst  Celanese),  The  Design  of  Cigarettes,  at  72.  See  AR  (VoL  27  Ref.  399). 

***  Lee  BM  (Eastman  Kodak  Company),  Modification  of  Nicotine  to  Tar  Ratio  in  Cigarette  Smoke,  42nd 
Tobacco  Chemists’  Research  Conferoice,  Lexington,  Kentucky  (Oct  2-5, 1988),  at  33.  See  AR  (VoL  639 
Ret  2). 
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a  few  sentences  in  a  1981  report  of  the  U.S.  Surgeon  General,  the  recommendation  of  a 
scientist  at  NIH  in  1976,  and  a  few  scattered  articles  from  nongovernment  researchers 
beginning  in  1973.  The  comments  offer  no  evidence  from  company  documents  to  show 
that  any  part  of  the  industry’s  extensive  research  on  increasing  nicotine  delivery  from  low- 
tar  cigarettes  was  actually  motivated  by  the  cited  “initiatives.” 

llie  evidence  in  the  administrative  record  also  fails  to  support  the  industry’s 
claims.  The  large  number  of  internal  tobacco  company  documents  available  to  FDA 
indicates  that  the  companies’  product  research  and  development  was  conducted  for 
commercial  reasons.  Philip  Morris,  for  instance,  stated  that  “the  rationale”  for  its  research 
and  development  efforts  “rests  on  the  premise  that  such  knowledge  will  strengthen  Philip 
Morris  R&D  capability  in  developing  new  and  improved  smoking  products.”^^ 

The  driving  force  behind  the  efforts  to  enhance  nicotine  delivery  in  low-tar 
products  was  the  industry’s  knowledge  that  people  use  tobacco  for  nicotine  and  that 
below  a  certain  nicotine  level,  the  motivation  for  tobacco  use,  and  the  market  for  tobacco 
products  will  disappear.  RJR  researchers  knew  in  the  1970’s  that  “a  zero  nicotine 
cigarette . . .  fails  to  provide  the  ultimate  satisfaction  in  the  lungs;”  hence  they 
recommended  ""maintaining  the  nicotine  as  high  as  possible”  in  low-tar  cigarettes.®*^ 

Similarly,  a  1976  BATCO  “Smoking  Behaviour'’  conference  report  shows  that  BATCX) 
was  aware  of  the  need  to  maintain  adequate  nicotine  deliveries,  stating  that  “the  ‘benefits’ 
of  smoking  appear  to  be  related  to  nicotine,  [and]  we  can  infer  that  the  ‘benefits’  of 

Dmm  WL,  Plans  and  Objectives-1979  (Dec.  6, 1978),  in  141  Ck)ng.  Rec.  H7669  (daily  ed.  JuL  25, 

1995).  See  AR  (VoL  14  Ref.  175a). 

Senkus  M  (R.J.  Reynolds  Tobacco  (Do.X  Some  Effects  of  Smoking  (1976/1977),  at  9,  10  (en^hasis 
added).  See  AR  (VoL  700  Ref.  593). 


291 


44948  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

ILC.3. 

smoking  might  disappear  if  cigarettes  with  low  levels  of  nicotine  became  the  norm.”“^ 

Likewise,  a  1972  Philip  Morris  pHresentation  indicates  that  Philip  Morris  knew  that 
cigarettes  with  inadequate  levels  of  nicotine  would  not  be  purchased  by  smokers.^ 

Moreover,  the  industry’s  research  on  selectively  increasing  or  maintaining  nicotine 
while  lowering  tar  cannot  be  attributed  to  government  initiatives  because  it  began  before 
the  earliest  government  “initiative”  cited  by  the  ccwnments.  For  example,  as  noted  in 
section  n.C3.c.i.  above.  Brown  &  Williamson  was  developing  “ways  of  obtaining 
maximum  nicotine  for  minimum  tar”  at  least  as  eariy  as  1%5^^ — ^well  before  the  1976 
NIH  and  the  1981  Surgeon’s  General  documents  cited  by  the  industry.  Similarly,  Philip 
Morris  was  woridng  on  increasing  nicotine  levels  in  relation  to  tar  as  early  as  1970,  when 
it  began  experimentally  altering  the  nicotine/tar  ratio  of  Marlboro  cigarettes  by  “reduc[ing] 
the  tar  delivery  incrementally . . .  and  increas[ing]  the  nicotine  delivery  incrementally  by 
adding  a  nicotine  salt”^  Thus,  the  industry  was  plainly  developing  low-tar,  enhanced- 
nicotine  products  before  any  of  the  cited  “government  initiatives.” 

Finally,  FDA  notes  that  to  the  extent  that  the  industry  accepted  the 
recommendations  of  outside  researchers  who  suggested  the  development  of  low-tar,  high- 
nicotine  products,  those  recommendations  were  based  on  the  researchers’  conclusion  that 

Minutes  of  B  ATCO  Group  R&D  Omfraence  on  Smoking  and  Behaviour  at  Southampton,  England 
(OcL  1 1-12, 1976),  at  4.  See  AR  (VoL  27  Ref.  376). 

Dunn  WL  (Philip  Mcuris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  4  (emphasis 
added).  See  AR  (VoL  12  Ref.  133). 

Griffith  RB  (BATCO),  Report  to  Executive  Committee  (Jul.  1,  1%5),  at  2.  See  AR  (VoL  27  Ref.  377). 

Eichom  PA,  Dimn  WL  (Hiilip  Morris  Inc.),  Quarterly  Report  of  Projects  1600  and  2302-Oct.  1- 
Dec.  31,  /970(Dec.  31, 1970),  in  141  Cong.  Rec.  H8128  (daUy  ed.  Aug.  1, 1995).  See  AR  (Vol.  27  Ref. 

376). 


292 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Ivegulations  44949 


n.c.3. 

smokers  seek  adequate  doses  of  nicotine  to  satisfy  dependence  and  will  compensate  to 

achieve  those  doses  when  given  a  low-nicotine  cigaiette.^^  The  cigarette  industry,  in 

contrast,  denies  that  smokers  compensate  for  nicotine  to  any  significant  eictent  It  is  not 

credible  that  the  industry  would  have  accepted  and  acted  on  outsiders’  recommendations 

while  rejecting  the  fundamental  premises  on  which  the  recommendations  were  based. 

Moreover,  the  Surgeon  General,  while  suggesting  that  cigarettes  with  a  lower  tar-to- 

nicotine  ratio  should  be  investigated,  specifically  cautioned  against  achieving  this  goal 

through  strategies  that  reduced  tar  while  maintaining  a  normal  nicotine  yield: 

[Fjactors  of  “smoker  compensation”  must  be  considered  in  the  evaluation 
of  lower  “tai'’  and  nicotine  cigarettes.  Filtered,  lower  “taf  ’  and  nicotine 
cigarettes  that  are  less  vulnerable  to  increasing  the  smoke  and  nicotine 
deliveries  are  needed. . . .  Attempting  to  minimize  smoker  compensation  by 
selectively  reducing  “tar'’  and  other  smoke  compounds  while  maintaining 
nicotine  yield  may  carry  serious  disadvantages.  First,  maintaining  nicotine 
delivery  may  reinfore  physiologic  habituation,  and  interfere  with  smoking 
cessation  attempts.  Second,  nicotine  gives  rise  to  the  tobacco-specific 
carcinogenic  N-nitrosamines . . .  Finally,  nicotine  is  suspected  to  be  a  major 
smoke  constituent  correlated  with  the  increased  risk  of  cardiovascular 

disease  among  cigarette  smokers.^ 

/ 

Accordingly,  the  evidence  establishes  that  the  industry  researched  and  developed 
methods  to  increase  relative  nicotine  deliveries  while  decreasing  tar  deliveries  for  a 
commercial  purpose — to  ensure  that  ci^rettes  provide  pharmacologically  satisfying  doses 
of  nicotine. 


See,  e.g.,  Russell  MAH,  et  al..  Con^Kuisoa  of  effect  on  tobacco  c(Hisunq)tion  and  caibon  monoxide 
absorption  of  changing  to  high  and  low  nicotine  cigarettes,  British  Medical  Journal  1973;4:512~S16.  See 
AR  (Vol.  89  Ref.  485). 

Gori  G,  Low  risk  cigarettes:  a  prescription.  Science  1976;94(4271):  1243-1246.  See  AR  (Vol.  535  Ref. 
96,  vol.  IV.D,  at  1-5). 

Department  of  Health  and  Human  Services,  The  Health  Consequences  of  Smoking:  The  Changing 
Cigarette,  A  Report  of  the  Surgeon  General,  1981,  at  98  (citation  omitted).  See  AR  (VoL  123  Ref.  1586). 
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4.  The  Cigarette  Manufacturers  Design  Commercially  Marketed 

Cigarettes  to  Provide  a  Pharmacologically  Active  Dose  of  Nicotine 

The  evidence  summarized  in  section  n.C.3.  that  the  manufacturers  have  conducted 
product  research  and  development  to  establish  the  doses  of  nicotine  needed  to  produce 
pharmacological  effects  and  to  optimize  nicotine  deliveries  to  consumers  establishes  that 
the  manufacturers  have  the  capacity  to  design  cigarettes  that  provide  pharmacologically 
active  doses  of  nicofine.  In  this  section,  the  Agency  evaluates  the  evidence  in  the  record 
regarding  the  manipulation  and  control  of  nicotine  in  commercial  cigarettes.*^*^ 

As  discussed  below,  the  evidence  in  the  administrative  record  establishes  that  many 
of  the  product  research  and  development  efforts  described  in  section  II.C.3.  are  used  in 
important  ways  in  the  commercial  cigarettes  marketed  today.  The  available  evidence 
shows  that  the  cigarette  manufacturers  pay  careful  attention  to  nicotine  in  all  phases  of 
cigarette  manufacture.  As  desaibed  in  the  Jurisdictional  Analysis,  the  focus  on  nicotine  is 
apparent  at  each  step — ^from  the  growing  and  purchasing  of  tobacco  leaves,  to  the 
blending  of  different  tobacco  varieties,  to  the  design  and  manufacture  of  the  finished 
cigarette.  5ee  60  FR  41693-41733. 

The  evidence  in  the  record  further  demonstrates  that  the  final  products — the 
finished  cigarettes  sold  to  consumers — ^reflect  the  manufacturers’  careful  attention  to 


The  evidence  in  section  ILC.2.,  supported  by  the  evidence  in  section  ILC.3.  that  the  manufacturers 
“have  in  mind”  tiiat  these  products  will  have  and  be  used  for  {diarmacological  effects,  is  sufficioit  by  itself 
to  establish  intended  pharmacological  use.  It  is  thus  not  necessary  for  the  Agency  to  establish  that 
commercial  cigarettes  have  been  affirmatively  designed  to  provide  a  pharmacologically  active  dose  of 
nicotine  to  show  that  the  manufacturers  “intend”  the  pharmacological  effects  and  uses  of  cigarettes.  For 
example,  a  manufacturer  of  a  traditional  full-strength  cigarette  may  not  need  to  take  any  specific  design 
steps  to  insure  that  the  cigarette  provides  a  pharmacologically  active  dose  of  nicotine.  Nevertheless,  this 
manufacturer’s  understanding  and  expectation  that  the  full-strength  cigarette  will  be  used  by  consumers 
for  drug  purposes  would  be  sufficient  to  establish  the  cigarette’s  intended  pharmacological  use. 
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nicotine.  Manufacturers  of  conunercially  marketed  cigarettes  commonly  manipulate 
nicotine  deliveries  to  provide  remarkably  precise,  pharmacologically  active  doses  of 
nicotine  to  consumers.  The  principal  techniques  that  are  used  to  control  and  manipulate 
nicotine  deliveries  include:  (1)  the  use  of  nicotine-rich  tobacco  blends  in  low-tar 
cigarettes;  (2)  the  use  of  filtration  and  ventilation  technologies  that  selectively  remove 
more  tar  from  smoke  than  nicotine;  and  (3)  the  use  of  chemical  additives  that  increase  the 
percentage  of  “free”  nicotine  in  cigarette  smoke.  Control  is  also  achieved  as  a  result  of 
extensive  attention  to  nicotine  in  tobacco  breeding,  leaf  purchasing,  leaf  blending,  and  the 
manufaaure  of  reconstituted  tobacco. 

Indeed,  the  evidence  in  the  record  establishes  that  cigarette  designs  in  recent 
decades  have  been  driven  by  the  manufacturers*  desire  to  maintain  nicotine  deliveries  at 
pharmacologically  active  levels.  As  consumer  awareness  of  the  health  effects  of  smoking 
has  increased,  the  cigarette  manufacturers  have  responded  by  adding  filters  and  using 
ventilation  to  reduce  tar  deliveries.  However,  the  manufacturers  have  not  reduced 
nicotine  deliveries  proportionately.  Rather,  the  evidence  available  to  the  Agency  indicates 
that  they  have  strived  to  ensure  that  nicotine  deliveries  remain  at  a  pharmacologically 
active  level.^^ 

a.  The  Manufacturers  Use  Nicotine-Rich  Tobacco  Blends 
in  Low-Tar  Cigarettes 

Perhaps  the  clearest  example  of  deliberate  manipulation  and  control  to  maintain 
nicotine  deliveries  at  levels  sufficient  to  provide  pharmacological  satisfaction  occurs  in  the 

RJR’s  Eclipse,  Ihe  new  tobacco  product  that  is  being  test-marketed,  carries  this  effmt  to  close  to  its 
logical  conclusion — maintaining  nicotine  deliveries  at  the  level  of  amvendonal  ultra-low  tar  cigarettes 
while  allegedly  reducing  many  of  the  tar  components  of  tobacco  smoke  substantially  below  these  levels. 

Eclipse  is  discussed  further  in  sectimi  II.C.3.b.,  above  (product  research  and  development). 
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manufacture  of  low-tar  cigarettes.  The  evidence  in  the  administrative  record  indicates  that 
cigarette  manufacturers  commonly  use  nicotine-rich  tobacco  blends  in  these  products. 
Approximately  80%  of  the  cigarettes  on  the  market  today  are  either  low-tar  (6  to  15  mg 
tar)  or  ultra-low-tar  (less  than  6  mg  tar).®’* 

L  The  Use  of  Nicotine-Rich  Tobacco  Blends  in  the  1950’ s.  The  evidence  in 

the  record  indicates  that  the  use  of  richer  nicotine  blends  first  occurred  in  the  1950’ s, 
when  filters  were  first  added  to  cigarettes.  Documents  provided  to  the  Agency  by  the 
tobacco  industry  show  that  a  shift  to  higher  nicotine  blends  occurred  to  offset  the 
reductions  in  nicotine  deliveries  caused  by  the  use  of  filters.  According  to  one  1956 
document:  ""With  the  increase  in  production  of  filter  tip  cigarettes, . . .  demand  has 
increased  for  heavier-bodied  [tobacco]  types  that  have  full  aroma  and  flavor  and  a 
relatively  high  nicotine  content 

As  early  as  1957,  the  U.S.  Department  of  Agriculture  (USDA)  recognized  that  the 
introduction  of  filters  was  causing  increased  demand  for  higher  nicotine  tobacco.  That 
year,  the  director  of  the  tobacco  division  of  USDA’s  Agricultural  Marketing  Service, 

Stephen  E.  Wrather,  testified  before  Clongress  that  the  industry  had  “moved  up  the  stalk” 


Federal  Trade  Commission,  Report  of  “Tar,  ”  Nicotine,  and  Carbon  Monoxide  of  the  Smoke  of  1107 
Varieties  of  Domestic  Cigarettes  (1995).  See  AR  (VoL  535  Ref.  %,  voL  IV.B). 

Jones  GL,  Collins  WK,  Measured  Crop  Performance  Tobacco  1956,  Department  of  Field  Crops,  N.C., 
State  College,  Raleigh  N.C.,  Researdi  Reptat  No.  4  (Dec.  1956),  at  1  (emphasis  added).  See  AR  (Vol. 
535  Ref.  96,  vol.  IV.K). 
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in  blending  tobacco  for  use  in  filter  cigarettes.*’^  “Moving  up  the  stalk”  is  a  reference  to 
the  higher  nicotine  content  in  the  upper  leaves  of  tobacco  plants.*’^ 

Wrather  also  indicated  that  using  this  higher  nicotine  tobacco  in  the  blend  for 
filtered  cigarettes  enabled  manufacturers  to  maintain  the  same  “strength”  levels  in  the 
smoke  that  existed  in  unfiltered  cigarettes.*’^  A  1957  Consumer  Reports  analysis  of 
nicotine  levels  in  filtered  and  unfiltered  cigarettes  placed  in  the  record  of  the  hearing  ^ 

showed  that  the  average  nicotine  content  in  regular-size  cigarettes  with  filters  was  higher 
than  in  regular-size  cigarettes  without  filters.*’*  This  could  only  have  been  accomplished 
through  the  use  of  higher  nicotine  tobacco  leaves  in  the  blend  for  filtered  cigarettes. 

il  The  Use  of  Nicotine-Rich  Tobacco  Blends  Today.  During  the  1960’s  and 
1970’s,  the  demand  of  consumers  for  “healthier^’  cigarettes  led  to  further  declines  in  tar 
yields.  As  described  above  in  section  II.C.3.,  this  caused  the  cigarette  manufacturers  to 
develop  methods  to  ensure  that  the  nicotine  levels  in  cigarettes  did  not  drop  below 
acceptable  levels.*” 

False  and  Misleading  Advertising  (Filter-tip  Cigarettes):  Hearings  Before  the  Subcommittee  of  the 
Committee  on  Government  Operations,  U.S.  House  of  Representatives,  85th  Cong.,  1st  Sess.  189  (1957) 

(testimony  of  Stq)hai  E.  Wrather).  See  AR  (VoL  172,  Ref.  2035).  ‘ 

See,  e.g..  Brown  &  Williamson  Tobacco  Cknp.,  (Ik>mmem  (Jan.  2, 1996),  at  10  (“Higher  stalk  tobacco 
leaves  do  have  more  nicotine  than  lower  stalk  leaves  on  the  same  plant”)-  See  AR  (VoL  529  Ref.  104). 

False  and  Misleading  Advertising  (Filter-tip  Cigarettes):  Hearings  Before  the  Subcommittee  of  the 
Committee  on  Government  Operations,  U.S.  House  of  Representatives,  85  th  Cong.,  1st  Sess.  1%  (1957) 

(testimony  of  Stq)hra  E.  Wrathor).  See  AR  (VoL  172,  Ref.  2035). 

at  662  (exhibit  15c). 

Fliilip  Morris  USA,  Research  and  Development  Five  Year  Plan,  1974-1978  (May  1973),  in  141  Cong. 

Rec.  H8130-8131  (daily  ed.  Aug.  1, 1995).  See  AR  (VoL  711  Ref  6). 

See  also  Low  Delivery  Cigarettes  and  Increased  Nicotine/T or  Ratios,  A  Replication  (Oct  1975),  in  141 
Cong.  Rec.  H8009  (daily  ed.  Jul.  31, 1995).  See  AR  (Vol.  27  Ref  376a). 
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The  evidence  in  the  record  indicates  that  the  low-tar  cigarettes  on  the  market 
today  reflect  the  industry’s  concerns  with  providing  an  acceptable  nicotine  level.  As 
numerous  documents  in  the  record  reveal,  low-tar  cigarettes  are  specifically  blended  to 
increase  their  nicotine  concentrations.  For  instance,  the  administrative  record  includes  the 
following  descriptions  of  the  use  of  blending  to  control  and  manipulate  nicotine: 

•  William  Farone,  the  former  director  of  applied  research  at  Philip  Morris,  stated  that 
“(t]he  industry  employs  two  principal  means  of  controlling  the  nicotine  levels.”^’*  One 
of  these  is  “modification  and  control  of  the  tobacco  blend,  i.e.,  the  ratio  of  Burley  (air- 
cured),  Bright  (flue-cured).  Oriental,  stems,  expanded  tobacco  products,  and 
reprocessed  tobacco  products  such  as  tobacco  sheet  made  from  stems  and  waste 
leaf.”*^  According  to  Farone: 

Product  developers  and  blend  and  leaf  specialists  were  responsible 
for  manipulating  and  controlling  the  design  and  production  of 
cigarettes  in  order  to  satisfy  the  consumer 's  need  for  nicotine  in 
lower  yield  products. 

Blend  changes  were  an  especially  important  tool  used  to 
ensure  desired  nicotine  levels.  Tar  is  a  flinction  of  tobacco  weight. 

However,  an  all-burley  cigarette  will  produce  a  higher  nicotine  level 
than  an  all-bright  cigarette  of  the  same  weight.  The  industry  knew' 
that  by  using  a  higher  percentage  of  higher  nicotine  tobacco  in  their 
low  tar  cigarettes  they  could  achieve  an  increase  of  their  nicotine 
levels.^®* 

J(Xies  B,  Houck  W,  Martin  P  (Philip  Mentis  Inc.),  Low  Delivery  Cigarettes  and  Increased  Nicotine/T or 
Ratios.  A  Replication  (OcL  1975),  in  141  Qmg.  Rec.  H8132  (daily  ed.  Aug.  1, 1995).  See  AR  (VoL  71 1 
Ref.  6). 

Wood  DJ,  Wilkes  EB  (BATCO),  Project  Wheat  -  Part  2:  U.K.  Male  Smokers:  Their  Reactions  to 
Cigarettes  of  Different  Nicotine  Delivery  as  Influenced  by  Inner  Need  (Jan.  30,  1976),  at  2.  See  AR  (Vol. 
20  Ref.  204-2).' 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  5.  See  AR  (VoL  638  Ref.  2). 

Id.  at  5  (emphasis  added). 

Id.  at  10  (emphasis  added). 
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•  Ian  Uydess,  the  former  Philip  Morris  scientist,  stated  that 

Nicotine  levels  were  routinely  targeted  and  adjusted  by  Philip 
Morris  in  its  various  products  at  least  in  part,  through  blend 
changes .... 

When  Philip  Morris  designed  a  new  or  modified  blend,  they 
used  their  stored  tobacco  inventories  much  like  a  scientist  woultf 
use  a  chemical  stockroom  to  select  the  ingredients  needed  to 
synthesize  a  new  material. . . . 

. .  .Philip  Morris  routinely  applied  this  knowledge  of 
selective  tobacco  blending  to  achieve  desired  nicotine . . .  levels  in 
the  products  that  it  designed  and  marketedJ^^ 

•  Alexander  Spears,  the  vice  chairman  and  chief  operating  officer  of  Loiillard  Tobacco 
Co.;  wrote  that  "'the  lowest  *tar'  segment  is  composed  of  cigarettes  utilizing  d  tobacco 
blend  which  is  significantly  higher  in  nicotine  According  to  Spears,  the  nicotine 
concentration  in  the  lowest  tar  cigarettes  in  1981  was  22%  greater  than  the 
concentration  in  regular  cigarettes  (2.2%  versus  1.8%).^®^  Spears  further  explains  that 
“[hjigher  nicotine  levels  can  be  achieved  by  decreasing  Oriental  and  the  stem  and 
tobacco  sheet  and  increasing  the  Burley  and  upper  stalk  positions  of  both  the  flue-cured 
and  the  Burley  tobacco.”^”^ 

•  Another  Lorillard  researcher,  Velio  Norman,  has  explained  that  the  shift  to  tobacco 
blends  with  more  nicotine-rich  burley  tobacco  was  motivated  by  a  desire  “to  impart 


Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  8, 10  (emphasis  added).  See  AR  (VoL  638  Ref.  1). 

Spears  AW,  Jones  ST  (Lorillard  Tobacco  Co.),  Oiemical  and  Hiysical  Criteria  for  Tobacco  Leaf  of 
Modem  Day  Cigarettes,  Recent  Advances  in  Tobacco  Science,  OcL  6-9, 1981;7:19,  at  22  (emphasis 
added).  See  AR  (Vol.  26  Ref.  373). 

at  21. 

’“W.at24. 
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more  impact  to  smoke”  to  offset  the  effects  of  “gradually  lower  cigarette  smoke 
yields”: 

As  various  means  were  used  to  gradually  lower  cigarette  smoke 
yields  there  has  been  a  tendency  to  use  more  Burley  in  order  to 
impart  more  impact  to  smoke.  Thus,  while  total  smoke  yields  of 
cigarettes  have  diminished,  the  relative  composition  of  smoke  has, 
in  the  case  of  many  cigarettes,  shifted  slightly  towards  what  is  more 
characteristic  of  Burley 

“Impaa”  is  a  term  used  by  the  tobacco  industry  to  describe  effects  that  are  associated  with 
nicotine  delivery.  See,  e.g..  Jurisdictional  Analysis,  60  FR  41776-41777. 

•  Similaily,  a  scientist  at  Brown  &  Williamson  reported  that  ‘Y u Jltra  low  tar  cigarettes 
. . .  use  blends  which  contain  about  20%  more  nicotine. 

Brown  &  Williamson’s  development  of  the  high-nicotine  Y-1  variety  of  tobacco, 
which  is  discussed  above  in  section  ILC.3.c.iii.,  was  an  attempt  to  use  breeding  and 
blending  to  increase  nicotine  concentrations  in  low-tar  cigarettes.  An  example  in  which 
blending  has  been  used  to  increase  nicotine  concentrations  in  commercial  low-tar 
cigarettes  is  Philip  Morris’  Merit  cigarettes.  FDA  has  analyzed  the  relative  nicotine 
concentrations  in  the  regular,  low-tar,  and  ultra-low-tar  versions  of  Merit  cigarettes. 

FDA’s  analysis  reveled  that  Merit  Filter  lOO’s  contained  1.46%  nicotine,  but  that  Merit 
Ultra  Lights  lOO’s  contained  1.67%  nicotine,  and  Merit  Ultima  lOO’s  (the  lowest-tar 
product)  contained  1.99%  nicotine.  See  60  FR  41723-41724.  TTiese  findings,  which 


Norman  V  (Lorillard  Research  Center),  Changes  in  Smoke  Chemistry  of  Modem  Day  Cigarettes, 
Greensboro,  NC  (1982),  at  168.  See  AR  (VoL  99  Ref.  813). 

Reynolds  ML  (Brown  &  Williamson),  Symposium  Summary,  presented  at  Winston  Salem,  NC^  at  179 
(OcL  6-9, 1981)  (emphasis  added).  See  AR  (Vol.  99  Ref.  823). 
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show  nicotine  concentrations  increasing  as  reported  tar  yields  drop,  are  unchallenged  by 
Philip  Morris. 

A  similar  pattern  of  higher  nicotine  concentrations  in  lower  tar  products  exists  in 
other  brands.  For  instance,  in  1981,  Brown  &  Williamson  launched  a  new  ultra-low-tar 
brand  called  Barclay.  Tests  of  Barclay  and  fourteen  other  cigarettes  in  1982  showed  that 
the  tobacco  in  the  Barclay  blend  had  a  nicotine  concentration  of  2.69% — ^higher  than  any 
other  brand  tested.  In  fact,  Barclay’s  nicotine  concentration  was  over  90%  higher  than  the 
regular-strength  Lucky  Strike  cigarette  tested.^®’  Other  brands  show  the  same  pattern  of 
higher  nicotine  concentrations  in  the  lowest-tar  cigarettes. 

These  industry  blending  practices  facilitate  the  use  of  low-tar  products  for 
pharmaceutical  purposes.  The  enhanced  nicotine  concentrations  in  the  lowest  tar 
cigarettes  result  in  higher  nicotine  deliveries  than  would  otherwise  occur,  allowing 
consumers  to  more  readily  satisfy  their  addiction  to  nicotine  and  obtain  other 
pharmacological  effects  of  nicotine  from  low-tar  cigarettes. 

iii.  The  Use  of  Nicotine-Rich  Tobacco  Blends  Is  Not  Due  to  Accident  or 
Taste.  In  the  Jurisdictional  Analysis,  FDA  summarized  the  evidence  then  available  to  the 
Agency  regarding  the  use  of  nicotine-rich  blends  in  low-tar  cigarettes,  concluding  that 
“[s]ignificant  evidence  also  demonstrates  that  tobacco  manufacturers  have  used  blending 
techniques  to  increase  nicotine  concentrations  in  low-tar  cigarettes  and  thereby  maintain 
nicotine  delivery  while  reducing  tar  delivery.”  60  FR  41708.  TTie  public  comment  period 


Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment,  House  Energy  and  Commerce  Committee,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  173  (Jun.  23, 1994).  See  AR  (VoL  709  Ref.  3). 
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provided  the  cigarette  manufacturers  with  an  opportunity  to  provide  an  alternative 
explanation  of  this  evidence  of  nicotine  manipulation.  As  explained  below,  however,  the 
industry  does  not  effectively  rebut  the  evidence  that  the  manufacturers  use  nicotine-rich 
blends  to  enhance  nicotine  deliveries.  The  industry’s  failure  to  provide  a  convincing 
counter-explanation  for  its  actions  is  further  support  for  the  Agency’s  finding  that  the 
manufacturers  design  low-tar  cigarettes  with  nicotine-rich  blends  to  maintain  adequate 
nicotine  deliveries. 

The  cigarette  manufacturers  make  two  conflicting  arguments  in  response  to  the 
evidence  that  they  manipulate  tobacco  blends  to  enhance  nicotine  content  in  low-tar 
products.  First,  they  categorically  assert  that  they  “do  not  independently  ‘control’  for  or 
‘manipulate’  the  nicotine  content  in  any  of  their  blends.”^®* 

Second,  they  maintain  that,  to  the  extent  they  do  control  and  manipulate  nicotine 
content,  they  do  so  strictly  for  taste.  Thus,  they  contend  that  (1)  they  “blend  their 
tobaccos  for  flavor”^®®  and  (2)  “nicotine  plays  an  important  role  in  the  taste  and  flavor  of 
cigarette  smoke.”’*®  During  his  appearance  before  Congress,  for  instance,  William 
Campbell,  the  president  of  Philip  Morris,  conceded  that  the  ultra-light  Merit  Ultima 
cigarette  uses  a  tobacco  blend  with  a  higher  concentration  of  nicotine  than  the  tegular 
Merit  cigarette,  but  insisted  that  “it’s  there  for  taste.”’**  Similarly,  Thomas  Sandefiir,  then 

Joint  Comment  of  Cigarette  Manufacturers  (Jan.  2, 1996),  VoL  IV,  at  66.  See  AR  (VoL  535  Ref.  96). 

RJ.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 19%),  at  50.  See  AR  (VoL  519  Ref.  103). 

Regulation  of  Tobacco  Products  (Part  1 ):  Hearings  Before  the  Subcomnuttee  on  Health  and  the 
Environment,  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  (Vmg ,  2d  Sess. 
764  (Aim-.  14, 1994)  (testimony  of  W.L  C^ampbell).  See  AR  (VoL  707  Ref.  1). 
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CEO  of  Brown  &  Williamson,  conceded  under  questioning  that  Brown  &  Williamson  uses 
high-nicotine  blends  in  low-tar  products,  but  asserted  that  ""[wjhat  we  were  trying  to  do 
was  maintain  a  certain  amount  of  nicotine  which  gives  us  better  taste.''^^^ 

Based  on  the  evidence  in  the  record,  the  Agency  finds  the  manufaaurers* 
contention  that  they  do  not  control  and  manipulate  nicotine  levels  in  blends  not  to  be 
credible.  The  high  nicotine  content  in  the  blends  of  low-tar  cigarettes  is  not  an  accident. 

It  necessarily  reflects  the  deliberate  design  choices  of  the  manufaaurers.  Moreover,  the 
manufacturers’  argument  that  they  do  not  control  and  manipulate  the  nicotine  content  of 
blends  is  in  fundamental  conflia  with  their  assertions  that  they  manipulate  nicotine  for 
taste. 

For  several  reasons,  the  Agency  also  does  not  regard  the  manufacturers’  assertion 
that  they  control  and  manipulate  nicotine  only  for  taste  to  be  credible.  First,  the 
manufacturers’  assertion  is  contradicted  by  numerous  internal  statements  of  senior 
researchers  and  officials  in  the  tobacco  industry,  made  public  during  the  Agency’s 
investigation.  As  discussed  above  in  section  n.C.2.,  many  senior  researchers  and  officials 
within  the  industry  explicitly  acknowledge  that  nicotine  provides  desired  pharmacological 
effects  to  consumers,  and  refer  to  cigarettes  as  a  “dispenser  for  a  dose  unit  of  nicotine, 
a  “nicotine  delivery  device,”^^'^  “a  vehicle  for  delivery  of  nicotine,”^*^  “the  means  of 

Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Represeraatives,  103d  Congress, 

2d  Sess.  227  (Jun.  23, 1994)  (statement  of  Thomas  Sandefur)  (emphasis  added).  See  AR  (VoL  709 
Ref.  3). 

Dunn  WL  (Miilip  Morris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  5.  See  AR 
(Vol.  12  Ref.  133). 

Philip  Morris  Inc.,  Draft  Rqwrt  Regarding  a  Proposal  for  a  “Safo"”  Cigarette,  Ckxie-named  Table,  at  5. 

See  AR  (VoL  53 1  Ref.  122). 
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providing  nicotine  dose  in  a  metered  fashion,”^'®  and  a  device  that  provides  the  smoker 
“very  flexible  control  over  titrating  his  desired  dose  of  nicotine.”’^’  Other  senior 
executives  have  stated  that  the  cigarette  industry  is  “in  the  business  of  selling  nicotine,  an 
addictive  drug . .  and  that  “a  good  part  of  the  tobacco  industry  is  concerned  with  the 
administration  of  nicotine  to  consumers.”^*’  The  industry’s  argument  that  high-nicotine 
blends  are  used  in  cigarettes  only  for  taste  cannot  be  reconciled  with  the  industry’s  own 
internal  statements  that  cigarettes  are  intended  to  deliver  pharmacological  doses  of 
nicotine  to  consumers.  Indeed,  one  Philip  Morris  document  quoted  by  the  company  in  its 
comments  calls  nicotine  a  "'tasteless^'  constituent  of  tobacco.^“ 

Second,  the  manufacturers’  position  on  nicotine  and  taste  cannot  be  reconciled 
with  the  industry’s  record  of  extensive  research  into  nicotine  pharmacology.  In  contrast, 
very  little  of  the  industry’s  research  has  examined  the  role  of  nicotine  in  taste.  In  their 
comments  the  cigarette  manufacturers  cite  only  a  handful  of  industry  studies  on  this 
subject.  FDA  has  reviewed  all  of  these  studies  and  finds  that  they  do  not  substantiate  the 
industry’s  claim  that  nicotine’s  effects  on  taste  are  the  reason  consumers  smoke.  See 

Teague,  CE  (R.J.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  the  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apt.  14, 1972),  at  1.  See  AR  (VoL  531 
Ref.  125). 

Proceedings  of  the  BATCO  Groiq)  R&D  Smoking  Behaviour-Marketing  Conference,  Session  I ,  slides 
(JuL  9-12, 1984X  at  BW-W2-03242.  See  AR  (VoL  24  Ref.  315). 

’’’  Transdermal  Nicotine  Patches,  at  2.  See  AR  (VoL  531  Ref.  124). 

« 

Yeaman  A  (Brown  &  Williamson),  Implications  of  Battelle  Hippo  I  and  II  and  the  Griffith  Filter 
(Jul.  17,  1963),  at  4.  AR(VoL  21  Ref.  221). 

’’’  Green  SJ  (BATCO),  BAT  Group  Research  (Sep.  4, 1968),  at  2.  See  AR  (VoL  15  Ref.  192). 

Philip  Morris  Inc.,  Comment  (Apr.  19, 19%),  at  64-65  (emphasis  added),  cidng,  “Merit  Team  Seccmd 
Speaker”  (Jan.  14, 1976).  See  AR  (VoL  700  Ref.  226). 
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section  n.B.2.c.,  above.  Philip  Morris’s  comments  do  state  that  Philip  Morris  conducted 
sophisticated  investigations  into  flavor  using  an  EEG-assisted  “olfactometer.”  Yet 
according  to  Philip  Morris,  ^‘[njone  of  that  ‘olfactometer'  work  involved  nicotine  at 

721  ‘ 

air  — an  omission  that  conflicts  with  the  industry’s  assertion  that  nicotine  has  an 
important  role  in  flavor. 

By  contrast,  the  industry  has  conducted  or  funded  hundreds  of  studies  on  nicotine 
pharmacology,  focused  primarily  on  nicotine’s  effects  on  brain  function.  Manufacturers 
have  learned  through  this  research  that  nicotine  has  the  hallmark  characteristics  of  an 
addictive  drug,  see  section  n.C.3„  above,  and  “abuse  liability”;^“  that  nicotine  changes 
patterns  of  human  brain  waves  in  a  manner  associated  with  anxiety  relief;  and  that 
“[njicotine  is  an  extremely  biologically  active  compound  capable  of  eliciting  a  range  of 
pharmacological,  biochemical  and  physiological  responses.”’^ 

The  research  conducted  by  several  companies  to  find  “nicotine  analogues”  to 
replace  nicotine  in  cigarettes  provides  an  especially  clear  iUustration  that  the  industry 
regarded  nicotine’s  primary  effects  as  pharmacological,  not  flavor-related.  The  goal  of 
this  research  was  to  develop  a  molecule  that  would  “mimic  nicotine’s  effect  in  the 


Id.  at  47  (emphasis  added). 

Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  33  (Apr.  28, 1994)  (testimony  of  Victor  DeNoble).  See  AR  (VoL  708  Ref.  2). 

Pritchard  WS  (R.J.  Reynolds  Tobacco  Co.),  Electroencephalographic  effects  of  cigarette  smoking, 
Psychopharmacology  1991;  104:485^90.  See  AR  (VoL  3  Ref.  23-2). 

BATCO,  Method  for  Nicotine  and  Cotinine  in  Blood  and  Urine  (May  21, 1980),  at  2.  See  AR  (VoL  23 
Ref.  300-1). 
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and  “possess[]  the  desired  features  of  brain  stimulation  and  stress-relief not  to 
find  substitute  compounds  with  the  same  flavor  characteristics  as  nicotine. 

Third,  the  manufacturers*  contention  that  they  blend  for  taste  and  not  for 
pharmacological  effects  conflicts  with  their  asseitions  that  they  blend  and  design  their 
products  to  meet  consumer  preferences.  As  discussed  above  in  sections  n.A.  and  II.B., 
the  primary  reason  consumers  smoke  is  to  satisfy  their  addiction  and  obtain  the  other 
pharmacological  effects  of  nicotine,  such  as  sedation  and  stimulation.  This  fact  is  widely 
accepted  by  both  the  sdentific  community  and  researchers  and  officials  within  the  tobacco 
industry.  Cigarette  manufacturers  that  strive  to  satisfy  smokers*  demands  must  necessarily 

design  and  blend  cigarettes  that  produce  pharmacological  effects,  including  satisfying  the 

/ 

needs  of  addicted  smokers.  This  issue  is  fuither  discussed  in  section  ILC.4.f.,  below. 

TTie  Agency  does  not  find  that  flavor  is  irrelevant  in  the  blending  process.  To  the 
contrary,  the  Agency  agrees  that  one  of  the  objectives  in  tobacco  blending  is  to  provide 
flavorful  cigarette  smoke.  In  the  competitive  cigarette  marketplace,  a  cigarette  that 
satisfied  consumers*  pharmacological  demands  for  nicotine  but  did  not  taste  good  would 
be  unlikely  to  be  a  commercial  success.  RJR*s  experience  with  Premier  may,  in  fact, 
confirm  this  point 


Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  tile 
Environment  of  the  Conunittee  on  Energy  and  Commerce,  U.S.  House  of  Representatives^  103d  Cong.,  2d 
Sess.  33  (Apr.  28, 1994)  (testimony  of  Victor  DeNoble).  See  AR  (VoL  708  Ref.  2). 

^  Minutes  of  B  ATCO  Research  Omference  at  Hiltcm  Head,  SC  (Sep.  24-30, 1968),  at  3.  See  AR  (VoL 
14  Ref.  172-2). 
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The  Agency  finds,  however,  that  a  cigarette  that  tasted  good  but  did  not  satisfy 

consumers’  pharmacological  demands  for  nicotine  would  be  even  more  unlikely  to  be  a 

commercial  success.  As  Ian  Uydess,  the  former  Philip  Morris  scientist,  states: 

[A]  cigarette  having  satisfactory  (‘high  enough’)  nicotine  levels  but 
marginal  flavor,  stood  a  better  chance  of  being  ‘accepted’  in  the 
market  place  than  a  somewhat  better  tasting  product  with  zero  or 
ultra-low  levels  of  nicotine  (‘not  enough’). 

. . .  Tobacco  companies  like  Philip  Morris  learned  a  long 
time  ago  that  it  was  hard  to  get  people  to  stay  with  a  good  tasting 
product  if  the  nicotine  level  was  too  lowP^ 

In  other  words,  to  produce  a  cigarette  that  smokers  will  find  acceptable,  the  cigarette 

manufacturer  must  use  tobacco  blends  that  provide  consumers  the  desired 

pharmacological  effects  of  nicotine. 

For  these  reasons,  FDA  concludes  that  cigarette  manufacturers  use  nicotine-rich 
blends  in  low-tar  cigarettes  to  ensure  that  these  cigarettes  deliver  pharmacologically  active 
doses  of  nicotine. 

b.  The  Manufacturers  Use  Filtration  and  Ventilation  Technologies 
That  Selectively  Remove  More  Tar  than  Nicotine  and  That  Allow 
Smokers  To  Inhale  More  Nicotine  than  the  Measured  Levels 

The  evidence  before  the  Agency  also  supports  a  finding  that  cigarette 

manufiicturers  use  cigarette  filters  and  ventilation  to  manipulate  nicotine  deliveries. 

Especially  in  low-tar  products,  the  available  evidence  indicates  that  cigarette 

manufacturers  and  their  filter  suppliers  have  engineered  filtration  and  ventilation  systems 

to  bring  about  greater  reductions  in  tar  than  in  nicotine,  thereby  increasing  the  nicotine/tar 

ratio.  According  to  William  Farone  of  Philip  Morris,  “modification  of  the  constmction  of 


Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  1 1, 13  (emphasis  added).  See  AR  (VoL  638  Ref.  1). 
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the  cigarette  such  as  filter  type,  the  type  of  filter  material  used,  the  number  ami  placement 
of  ventilation  holes,  [and]  the  density,  composition  and  porosity  of  the  cigarette  paper”  is 
the  second  jMincipal  means  of  controlling  nicotine  used  by  the  industry 

The  effect  of  filtration  and  ventilation  on  nicotine  deliveries  is  recognized  in  the 
technical  tobacco  literature.  According  to  an  article  by  a  researcher  at  Lorillard  Tobacco 
Co.: 

[V]entilated  filters  caused  a  significant  drop  in  the  amount  of 
nicotii^  retained  on  the  filter. 

...  [SJmoke  from  ventilated  cigarettes  is  relatively 
enriched  in  nicotine?^ 

Similarly,  scientists  at  Eastman  Kodak  Q).,  a  manufacturer  of  cigarette  filters,  have 
observed  that  ''[a]s  ventilation  is  increased,  the  nicotine  content . . .  increases 
markedlyr"^ 

Indeed,  some  filter  manufacturers  have  openly  promoted  the  ability  of  their  filters 
to  increase  nicotineAar  ratios.  For  instance,  Filtrona  Ltd.’s  Filtrona  Ratio  filter  was 
promoted  as  “a  new  option  available  to  cigarette  designers  which  allows  management  of 
the  yield  ratios  of  important  smoke  components  relative  to  tar,  [including] . . .  nicotine.”^^‘ 

Farone  WA  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  5.  See  AR  (VoL  638  Ref.  2). 

Norman  V,  Duig  AM,  Shofhier  RA  (Lorillard  Tobacco  CIo.),  The  effect  of  tip  diluticm  on  the  filtration 
efficiaicy  of  upstream  and  downstream  segments  of  cigarette  filters,  Beitrage  zur  Tabakforschung 
International,  JuL  1984;  12(4):  178- 185,  at  184  (emphasis  added).  AR(VoL  103  Ref  923). 

Kiefn*  JE  (Eastman  Kodak  Co.),  Ventilated  filters  and  their  effea  aa  smoke  conposition.  Recent 
Advances  in  Tobacco  Science  (1979),  at  78.  See  AR  (VoL  28  Ref  465). 

Pipers,  films,  and  tipping.  Tobacco  Reporter,  Apr.  1985;1 12(4):32.  See  AR  (VoL  351  Ref  5624). 
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When  applied  to  commercial  brands,  this  filler  increased  nicotine  deliveries  by  over  25%, 
while  leaving  tar  deliveries  virtually  unchanged^^^ 

In 'their  comments  on  the  Jurisdictional  Analysis,  the  cigarette  manufacturers 
acknowledge  that  filtration  and  ventilation  in  low-tar  cigarettes  produce  enhanced 
nicotineAar  ratios,  but  they  argue  that  this  is  strictly  an  unavoidable  physical 
phenomenon — not  a  design  feature.  The  administrative  record  does  not  support  their 
position. 

Contrary  to  the  cigarette  manufacturers’  contention,  the  filter  manufacturers 
describe  the  role  of  filters  and  ventilation  as  not  simply  removing  tar  and  nicotine 
according  to  immutable  proportions  determined  by  the  laws  of  physics.  Filters  are  highly 
engineered  products  that  are  “designed  exclusively  to  yield  the  maximum  satisfaction 
from  a  carefully  chosen  tobacco  blend."^^^  The  object  of  filters  and  ventilation  is  to 
“control  the  yield  of  the  many  constituents  that  the  smoker  receives”  and  to  “act[ ]  more 
as  a  smoke  modifier  than  as  an  absolute  filter  which  removes  all  particles  of  a  known 
size.”’"^ 

As  described  above  in  section  n.C.3.e.,  the  administrative  record  indicates  that 
rilter  manufacturers  have  developed  numerous  strategies  for  independently  changing  tar 
and  nicotine  deliveries.  When  the  cigarette  manufacturer  selects  a  filter  and  ventilation 
design,  therefore,  the  cigarette  manufacturer’s  choices  necessarily  affect  the  relative 

Philips  JA  (Filtrona  International  Ltd),  Filters  for  cigarettes;  an  integral  part  of  the  cigarette.  Tobacco 
Reporter  (OcL  1981),  at  34  (en^hasis  added).  See  AR  (VoL  351  Ref.  5624). 

Id.  at  34  (emphasis  added). 
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nicotine  and  tar  deliveries.  A  decision  to  place  the  ventilation  holes  close  to  the  tobacco 
rod  will  increase  relative  nicotine  deliveries/^^  as  will  a  decision  to  increase  the  porosity  of 
the  cigarette  paper.^^  The  use  of  increasingly  porous  perforated  cigarette  paper  will 
^"selectively  increase  nicotine  A  decision  to  rely  on  relatively  more  ventilation  and 
relatively  less  filtration  is  another  “toolG”  that  “increas[es]  nicotine  delivery  without 
changing  tar  delivery Likewise,  when  manufacturers  decide  to  increase  the  pH  of  the 
filter  through  use  of  an  additive,  this  increases  cigarette  nicotine  delivery  “independently” 
of  tar  delivery.’^  Thus,  contrary  to  the  position  of  the  cigarette  manufacturers,  there  are 
many  technical  choices  that  manufacturers  make.in  filtration  and  ventilation  design  that 
determine  the  extent  to  whidi  the  cigarette  filler  and  ventilation  will  increase  nicotine 
deliveries  relative  to  tar  deliveries. 

The  statement  of  William  Farone  corroborates  the  evidence  showing  that 
deliberate  design  decisions  have  caused  the  selective  filtration  and  ventilation  observed  in 


Kiefer  JE  (Eastman  Kodak  (3o.X  Ventilated  filters  and  their  effect  cm  smoke  conc^iosition.  Recent 
Advances  in  Tobacco  Science  (1979),  at  79.  See  AR  (VoL  28  Ref.  465). 

McMuitrie  A,  Litringer  EF,  Wu  DT  (Brown  &  WilliamsonX  Cigarette  Paper  Effects  on  Tar/Nicotine 
and  CO/T or  Ratios,  3Sth  Tobacco  fhemists’  Research  C^Hiference,  Winsbm-Sal^  North  Carolina 
(Oct  6-9, 1981).  See  AR  (VoL  639  Ref.  2). 

Owens  WF  Jr.  (Ecusta  Papa*  and  Him  Group),  Effect  of  Cigarette  Paper  on  Smoke  Yield  Composition, 
32d  Tobacco  Chemists’  Reseaidi  Ccmference,  Mtmtreal,  Canada  (1978)  (emidiasis  added).  See  AR  (Vol. 
639  Ref.  10). 

Selke  WA,  Making  die  cigarette  do  just  what  you  want  it  to  do.  Journal  Tobacco  International 
1983: 12.  See  AR  (VoL  102  Ref.  8%). 

^  Lee  BM  (Easunan  Kodak  Co.),  Modification  of  Nicotine  to  Tar  Ratio  in  Cigarette  Smoke,  42d  Tobacco 
Chemists’  Research  Ctxiference,  Lexington,  Koitucky  (Oct  2-5, 1988),  at  33.  See  AR  (VoL  639  Ref.  2). 
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low-tar  cigarettes.  According  to  Farone,  “[t]he  cigarette  industry . . .  altered  the 

cigarette  filter  in  order  to  increase  nicotine  delivery  Specifically,  he  states; 

Filter  design  and  ventilation  allowed  the  design  and  manufacture 
of  cigarettes  that  removed  a  higher  percentage  of  tar  than 
nicotine.  Selective  filtration  was  accomplished  by  altering  the 
technical  specifications  for  a  filter,  e.g.  by  selecting  different  filter 
tow  combinations,  varying  the  denier  per  filament,  and  deciding 

whether  or  not  to  use  additives  in  the  filter _ [A Jppropriate 

filters  were  identified  to  attain  a  predetermined  nicotine/tar 

741 

ratio. 

The  example  of  the  regular-length  Benson  &  Hedges  filtered  cigarettes  that 
Congressman  Henry  A.  Waxman  described  on  the  floor  of  the  U.S.  House  of 
Representatives  in  July  1995  also  contradicts  the  position  of  the  cigarette  industry The 
cigarette  industry  maintains  that  high  nicotine/tar  ratios  are  unavoidable  in  ultra-low-tar 
cigarettes  because  the  high  levels  of  filtration  and  ventilation  in  these  cigarettes  inevitably 
remove  more  tar  than  nicotine.  The  Benson  &  Hedges  example,  however,  shows  that  (1) 
ultra-low-tar  and  nicotine  levels  can  be  achieved  without  increasing  the  ratio  of  nicotine  to 
tar  and  (2)  the  high  nicotineAar  ratios  typically  observed  in  cigarettes  with  ultra-low  tar 
levels  are  therefore  the  result  of  deliberate  design  choices  of  manufacturers. 

The  Benson  &  Hedges  cigarette  was  marketed  as  an  ultra-low-tar  cigarette  from 
1978  to  1985,  with  tar  levels  consistently  below  or  near  1  milligram.’^^  In  three  of  those 


Farone  WA,  The  Mampulcaion  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  1 1  (emphasis  added).  See  AR  (VoL  638  Ref.  2). 

Id.  (emphasis  added). 

Remarks  of  Waxman  HA,  141  Cbng.  Rec.  H8()()9-8010  (daily  ed.  JuL  31, 1995).  See  AR  (VoL  27 
Ref.  376a). 

Id. 
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years  (1978, 1984,  and  1985),  the  nicc^e  levels  were  also  {Moportionately  low, 
producing  a  normal  nicotine/tar  ratio.^"*^  Thus,  in  these  years,  the  filtration  and  ventilation 
technologies  used  by  the  manufacturer  to  reduce  tar  deliveries  did  not  selectively  increase 
nicotine  deliveries.  In  contrast,  from  1979  to  1983,  the  nicotine  levels  were  elevated 
relative  to  the  tar  levels,  producing  a  high  nicotine/tar  ratio.’^^  These  changes  in  the 
nicotine/tar  ratio  were  not  due  to  chance.^^  These  facts  thus  establish  that  the 
manufacturer,  in  this  case  Philip  Morris,  had  the  technical  ability  to  achieve  ultra-low-tar 
levels  without  causing  nicotine  levels  to  be  relatively  enhanced. 

The  evidence  also  indicates  that  cigarette  manufacturers  also  use  “elasticity” 
technologies,  principally  ventilation  techniques  that  can  be  readily  blocked,  to  allow 
smokers  to  increase  their  nicotine  intakes  above  the  levels  measured  on  smoking  machines. 
One  example  is  Brown  &  Williamson’s  Barclay  cigarette.  This  cigarette  was  first 
introduced  as  an  ultra-low-tar  cigarette  in  1981.  As  noted  above  in  section  n.C.4.a.ii., 
tests  in  1982  showed  that  the  tobacco  in  the  Barclay  blend  had  a  higher  nicotine 
concentration  than  any  other  cigarette  brand  tested.  Barclay  also  had  more  total  nicotine 
in  the  tobacco  rod  than  any  other  cigarette  tested.  For  instance,  Barclay  had  over  60% 
more  total  nicotine  in  the  cigarette  rod  (12.80  mg  per  cigarette)  than  regular-strength 
Lucky  Strike  (7.92  mg  per  cigarette).  Yet  despite  its  high  nicotine  levels,  Barclay  had  the 
second  lowest  nicotine  yields  of  any  cigarette  tested,  as  measured  by  the  FTC  smoking 
machine  method.  Thus,  even  though,  as  noted,  Barclay  had  over  60%  more  nicotine  in 
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the  cigarette  rod  than  the  regular-strength  Lucky  Strike,  its  nicotine  yield  on  the  FTC 
smoking  machine  (0.15  mg  per  cigarette)  was  90%  lower  than  the  yield  of  the  Lucky 
Strike  (1.46  mg  per  cigarette). 

Barclay  was  able  to  combine  the  highest  total  nicotine  content  with  the  second- 
lowest  measured  nicotine  yield  by  relying  on  a  “chaimel-ventilated”  filter  system.  An 
investigation  commenced  by  FTC  in  1981  found  that  air  flow  through  these  channels  is 
compromised  during  actual  smoking  and  that,  as  a  result,  Barclay  actually  delivered 
considerably  more  nicotine  and  tar  to  the  smoker  than  is  obtained  using  the  FTC’s  testing 
method.  In  1983,  the  FTC  successfully  sued  to  enjoin  Brown  &  Williamson  from  using 
nicotine,  tar,  and  carbon  monoxide  lesults  obtained  from  the  FTC’s  smoking  machines  in 
Barclay  advertising.  See  60  FR  41718. 

While  Barclay  is  a  striking  example  of  a  filter  that  delivers  more  nicotine  to  its 
smokers  than  to  a  smoking  machine,  the  use  of  ventilation  systems  that  can  be  blocked  by 
smokers  is  common.  As  FDA  reported  in  the  Jurisdictional  Analysis,  the  evidence  in  the 
record  indicates  that  32%  to  69%  of  smokers  of  low-tar  cigarettes  block  ventilation  holes. 

See  60  FR  41717.  • 

In  sum,  the  evidence  in  the  record  supports  a  finding  that  the  increase  in  nicotine 
deliveries  relative  to  tar  deliveries  produced  by  selective  filtration  and  ventilation  result 
from  the  deliberate  design  choices  of  the  manufacturers.  The  manufacturers  do  not 
persuasively  refute  this  finding.  Accordingly,  the  Agency  finds  that  the  manufaaurers  use 
filtration  and  ventilation  technologies  that  are  designed  to  selectively  remove  more  tar  than 
nicotine. 
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c.  The  Manufacturers  Use  Chemical  Additives  to  Increase  the  Ddivery 
of  “Free”  Nicotine 

The  evidence  in  the  record  also  supports  a  finding  that  the  cigarette  manufacturers 
control  and  manipulate  nicotine  deliveries  through  chemical  manipulation.  One  way  they 
do  this  is  dirough  the  use  of  ammonia  technologies  that  increase  the  delivery  of  “free” 
nicotine  to  smokers  by  raising  the  alkalinity  or  pH  of  tobacco  smoke.  “Free”  nicotine  is 
also  sometimes  referred  to  as  “volatile,”  “extractable,”  or  “non-ionized”  nicotine.  The  use 
of  ammonia  compounds  to  increase  pH  is  an  outgrowth  of  the  industry’s  produa 
development  research  to  improve  the  efficient  use  of  smoke  nicotine  through  pH 
modification.  section  n.C.3.,  above. 

The  use  of  ammonia  compounds  is  common  in  the  cigarette  industry.  Ammonia 
compounds  have  been  regularly  identified  in  the  list  of  cigarette  ingredients  submitted  by 
the  industry  to  the  Department  of  Health  and  Human  Services.’^^  Indeed,  the  comments 
of  the  cigarette  manufacturers  concede  that  several  ammonia-related  compounds  are  used 
in  the  manufaaure  of  cigarettes.^^ 

An  article  in  the  Wall  Street  Journal  describes  the  extent  of  the  industry’s  reliance 

« 

on  ammonia  technology.  According  to  the  article,  which  is  based  on  two  major  Brown 
&  Williamson  internal  reports.  Brown  &  Williamson  adds  ammonia  conqxiunds  to  “almost 
all”  of  its  nonmenthol  brands;  Brown  &  Williamson  views  ammonia  technology  as  “the 


Joint  Comment  of  Cigarette  Manufacturers,  Commoit  (Jan.  2, 1996),  VoL  IV,  at  84.  See  AR  (VoL  535 
Ref  96). 

Beedman  AM,  Impact  booster  tobacco  firm  shows  how  ammtxiia  spurs  delivery  of  nicotine,  Wall 
Street  Journal  (OcL  18, 1995).  See  AR  (VoL  639  Ref.  2). 
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soul  of  Marlboro”  and  “the  key  factor”  that  “makes  Marlboro  a  Marlboro”;  and  Brown  & 

Williamson  found  that  ammonia  technology  was  also  used  by  RJR,  Lorillaid,  and 
American  Tobacco  Co.^^  In  congressional  testimony,  Thomas  Sandefur,  the  CEO  of 
Brown  &  Williamson,  confirmed  the  widespread  use  of  ammonia  within  the  cigarette 
industry.^^^ 

It  is  well  established  that  the  addition  of  ammonia  compounds  to  tobacco  increases 
pH.  This  increase  transforms  nicotine  that  is  “bound”  in  nicotine  salts  to  “free” 
nicotine.^^^  This  effect  is  described  in  Brown  &  Williamson’s  1991  “Handbook  for  Leaf 
Blenders  and  Product  Developers,”  which  states  that  ‘Ya/mmomo,  when  added  to  a 
tobacco  blend,  reacts  with  the  indigenous  nicotine  salts  and  liberates  free  nicotine 

Changing  the  chemical  form  of  nicotine  from  a  bound  nicotine  salt  to  free  nicotine 
has  several  significant  consequences,  according  to  the  evidence  in  the  administrative 
record.  First,  it  increases  the  quantity  of  nicotine  that  is  transferred  from  the  cigarette  to 


Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subconunittee  on  Health  and  die 
Environment  of  the  Committee  on  Energy  and  Commerce,  UJS.  House  of  Representatives,  103d  Cong., 
2d  Sess.  224-225  (Jun,  23, 1994)  (statement  of  Thomas  Sandefur).  See  AR  (VoL  709  Ref.  3). 

See.  e.g.,  Armitage  AK,  Turner  DM,  Absorpticm  of  nicotine  in  cigarette  and  dgar  smdx  through  die 
oral  mucosa.  Nature,  Jun.  27,  1970;226:1231-1232.  See  AR  (VoL  45  Ref.  25). 

Surgeon  General’s  Report,  1988,  at  29.  See  AR  (VoL  129  Ref.  1592). 

Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong., 
2d  Sess.  21  (Jua  21, 1994)  (statement  of  David  Kessler)  (emjdiasis  added).  See  AR:(VoL  709  Ref.  3). 

Brown  &  Williamson  has  acknowledged  in  its  comment  that  the  Handbook  is  a  Brown  &  Williamson 
document  Brown  &  Williamson  Tobacco  Cknp.,  Clommoit  (Jan.  2, 1996),  at  37.  See  AR  (VoL  529 
Ref.  104). 
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the  smoke.  According  to  William  Farorw,  the  former  director  of  applied  research  at  Philip 
Morris: 

The  use  of  ammonia  chemistry  was  important  to  the  industry  in 
maintaining  adequate  nicotine  delivery  to  satisfy  smokers.  The 
industry  was  able  to  deliver  more  of  the  available  nicotine  in  the 
blend  to  the  smoker  by  using  ammonia  compounds. ...  In  the 
complex  world  of  tobacco  smoke  chemistry,  by  increasing  the  pH 
of  the  aerosol  in  the  mainstream  smoke,  more  of  the  aerosol  would 
be  in  the  vapor  phase  and  less  in  the  liquid  (or  condensed)  phase. 

By  increasing  the  ratio  of  vapor  phase  to  liquid  phase,  one 
increases  the^  total  nicotine  delivery  since  the  condensed  phase  is 
less  likely  to  survive  the  filter  and  the  trip  to  the  lungs 

Similarly,  documents  from  the  American  Tobacco  Company  state: 

There  has  been  an  interest  in  increasing  the  amount  of  nicotine  that 
is  transferred  from  the  tobacco  to  the  mainstream  smoke  while 
leaving  the  ‘  W’  level  unchanged.  Since  most  of  the  nicotine  in 
tobacco  is  a  non-volatile  salt,  it  was  thought  that  a  greater  transfer 
would  take  place  if  the  tobacco  was  made  basic  causing  the 
nicotine  to  volatilize  when  the  cigarette  is  smoked. 

The  second  effect  of  increasing  the  free  nicotine  is  to  increase  the  amount  of 

nicotine  absorption  that  takes  place  in  the  mouth.  It  is  well-established  that  free  nicotine  is 

significantly  more  absorbable  than  bound  nicotine.’^  As  early  as  1968,  researchers  at 

BATCX),  Brown  Sc  Williamson’s  parent,  reported  that  there  is  a  direct  correlation  between 

smoke  pH  and  nicotine  absorption  in  the  mouth,  stating  that  “[n]icotine  retention  appears 


Farone  WA  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8, 19%),  at  13  (emi^iasis  added).  See  AR  (VoL  638  Ref.  2). 

Bodenhamo'  NL  (American  Tobacco),  Leaf  Services  Monthly  Report  for  June  (Jun.  30,  1980) 
(emphasis  added).  See  AR  (VoL  27  Ref.  385). 

See.  e.g.,  Armitage  AK,  Turner  DM,  Absorption  of  nicotine  in  cigarette  and  cigar  smoke  through  the 
oral  mucosa.  Nature,  Jun.  27, 1970;226: 1231-1232.  See  AR  (VoL  45  Ref.  25). 

Surgeon  General’s  Report,  1988,  at  29.  See  AR  (Vol.  129  Ref.  1592). 
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to  be  dependent  principally  on  smoke  pH  and  nicotine  cont^nt.”^^^  Similarly,  RJR 
researchers  have  reported  that: 

[B]y  raising  pH . . .  from  6.0  to  6.5  [in  a  low-tar  cigarette]  you 
raise  the  level  of  nicotine  that  is  transferred  to  the  taste  buds  and 
body  fluids  in  the  mouth  to  the  same  level  as  with  the  higher  tar 
cigarette.  And  hence,  even  though  the  tar  level  has  been  dropped 
from  25  mg  to  10  mg,  by  raising  the  pH  from  6.0  to  6.5,  you 
increase  the  nicotine  transfer  in  the  mouth. . . 

This  effect  of  increased  nicotine  absorption  in  the  mouth  appears  to  be  related  to 

what  some  cigarette  manufacturers  describe  as  smoke  “impact”  For  example.  Brown  & 

Williamson’s  Handbook  for  Leaf  Blenders  states  that  by  adding  ammonia: 

the  ratio  of  extractable  nicotine  to  bound  nicotine  in  the  smoke  may 
be  altered  in  fevor  of  extractable  nicotine.  As  we  know,  extractable 
nicotine  contributes  to  impaa  in  cigarette  smoke  and  this  is  how 
ammonia  can  act  as  an  impact  booster.’” 

RJR  describes  this  effect  as  “mouth  satisfaction,”  which  it  distinguishes  from  “the 

ultimate  satisfaction”  which  “comes  from  the  nicotine  which  is  extracted ...  in  the 

lungs.”’® 

The  third  effect  of  increasing  free  nicotine  appears  to  be  to  increase  the  rate  of 
transfer  of  nicotine  to  the  brain.  This  effect  is  discussed  in  a  BATCO  research  paper 


BATCO,  The  Retention  of  Nicotine  and  Phenols  in  the  Human  Mouth  (1968),  at  BW-W2-1 1691.  See 
AR  (Vol.  445  Ref.  7593). 

Senkus  M  (RJ.  Reynolds  Tobacco  (3o.X  Some  Effects  of  Smoking  (1976/1977),  at  7  (emphasis  added). 
S««AR(VoL700Ref.593). 

Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong., 
2d  Sess.  21  (Jua  21, 1994)  (statemoit  of  David  Kessler).  See  AR  (VoL  709  Ref.  3). 

Senkus  M  (RJ.  Reynolds  Tobacco  Ck).X  Some  Effects  of  Smoking  (1976/1977),  at  7, 9.  See  AR  (Vol. 
700  Ref.  593). 
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entitled  “Further  Woric  on  Extractable  Nicotine.”J^‘  According  to  this  report,  when 
smoke  is  inhaled  into  the  lungs,  there  is  virtually  complete -retention  of  the  nicotine, 
regardless  of  whether  the  nicotine  is  in  its  free  or  bound  form.  However,  the  report 
hypothesizes  that  the  speed  of  absorption  is  different  when  free  or  extractable  nicotine  is 
increased  and  that  “with  a  higher  ^extractable'  nicotine,  nicotine  reaches  the  brain  more 
quickly RJR  researchers  have  also  recognized  that  pH  adjustments  affect  the  speed  of 
nicotine  absorption,  recommending  that  in  designing  cigaiettes  for  new  smokers  “[t]he 
rate  of  absorption  of  nicotine  should  be  kept  low  by  holding  pH  down,  probably 
below  6”’^^ 

FDA  notes  that  the  use  of  chemical  manipulation  to  boost  free  nicotine  levels  may 
raise  the  amount  of  nicotine  delivered  to  the  smoker  without  a  corresponding  increase  in 
nicotine  yield,  as  measured  by  the  FTC  smoking  machine.  Thus,  the  actual  nicotine 
delivery  to  the  smoker  from  some  brands  may  be  higher  than  the  FTC  yield  because  of  the 
addition  of  ammonia  or  similar  compounds  to  increase  free  nicotine. 

Based  on  this  evidence,  the  Agency  finds  that  cigarette  manufacturers  manipulate  * 
and  control  nicotine  deliveries  through  the  use  of  ammonia  compounds.  These 
compounds  transform  bound  nicotine  to  free  nicotine.  According  to  the  industry’s  own 
documents,  this  transformation  facilitates  consumer  use  of  cigarettes  for  pharmacological 


BATCO,  Further  Work  on  ‘Extractable’  Nicotine  (1966),  at  BW-W2-1 1615  (emphasis  added).  See 
AR(VoL62Rrf.308). 

Id.  at  7  (emidiasis  added). 

Teague  CE  (RJ.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  Some  Thoughts  About 
New  Brands  of  Cigarettes  for  the  Youth  Market  (Feb.  2, 1973),  at  4  (emphasis  added).  See  AR  (VoL  531 
Ref.  125). 
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purposes  by:  (1)  increasing  the  amount  of  nicotine  that  is  transferred  from  the  tobacco  to 
the  smoke;  (2)  increasing  the  absorption  of  nicotine  in  the  mouth;  and  (3)  possibly 
increasing  the  speed  of  nicotine  transfer  to  the  brain. 

d.  Nicotine  Deliveries  Have  Increased  in  Recent  Years  by  Design, 

Especially  in  Low-Tar  Cigarettes 

The  use  of  the  methods  described  above,  especially  the  use  of  nicotine-rich 
tobacco  blends  and  selective  filtration  and  ventilation,  have  increased  nicotine  deliveries  to 
consumers.  In  the  Jurisdictional  Analysis,  FDA  found  that  nicotine  deliveries  as  measured 
by  the  FTC  smoking  machine  have  been  increasing  since  1982,  with  the  greatest  increases 
occurring  in  the  ultra-low-tar  category.  60  FR  41727-41730.  These  increases  have 
been  occurring  without  parallel  increases  in  tar  deliveries,  thus  indicating  an  industry-wide 
trend  of  designing  cigarettes  with  enhanced  nicotine  deliveries. 

The  nicotineAar  ratios  in  low-tar  cigarettes  reflect  these  changes.  The  Agency’s 
statistical  analysis  shows  that,  according  to  1994  Federal  Trade  Commission  data,  the 
lowest-tar  products  had  a  markedly  higher  ratio  of  nicotine  to  tar  than  that  found  in 
higher-tar  products.  None  of  the  153  products  with  14  or  more  milligrams  of  tar  (the 
high-tar  segment  of  the  market)  had  a  nicotine/tar  ratio  greater  than  1  to  12.  By  contrast, 

88  of  the  93  products  with  6  or  fewer  milligrams  of  tar  (the  ultra-low-tar  segment)  had  a 
nicotine/tar  ratio  greater  than  1  to  12.  See  60  FR  41724.  The  industry  did  not  challenge 
these  figures  in  their  comments. 

The  increase  in  nicotineAar  ratios  has  occurred  primarily  in  the  last  two  decades. 

In  comparison  with  the  1994  results,  only  2  of  the  142  marketed  cigarettes  included  in  the 
FTC’s  report  for  1972  had  a  nicotine/tar  ratio  greater  than  1  to  12.  Thus,  the  evidence 


319 


44f7t  Federal  Regieter  /  .Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

ILC.4. 

from  the  reported  nicotine  and  tar  deliveries  supports  the  conclusion  that  as  the  maricet  for 
lower  tar  cigarettes  grew  ovw  the  last  25  years,  manufacturers  deliberately  altered  what 
had  been  the  traditional  ratio  of  nicotine  to  tar,  increasing  nicotine  levels  in  relation  to  tar 
levels.’'^ 

This  increase  in  the  nicotineAar  ratios  is  persuasive  evidence  that  the 
manufacturers  design  cigarettes  to  increase  their  relative  nicotine  deliveries.  Without 
manufacturer  intervention,  nicotine  levels  tend  to  follow  tar  levels,  because  methods  that 
reduce  tar  deliveries  tend  to  reduce  nicotine  deliveries  as  well.  As  one  industry  executive 
testified  before  Congress,  “[n]icotine  levels  follow  the  tar  level. . .  The  correlation ...  is 
essentially  perfea  correlation  between  tar  and  nicotine.”^^^  The  inCTease  in  nicotine 
deliveries  relative  to  tar  deliveries  indicates  that  the  manufacturers  have  taken  affirmative 
steps  to  enhance  nicotine  deliveries. 

The  manufacturers  dispute  this  finding.  Although  they  first  asserted  that  nicotine 
deliveries  fall  proportionately  with  tar  deliveries,  they  now  assert  that  the  increase  in 
nicotine/tar  ratios  is  due  to  the  unavoidable  effects  of  filtration  and  ventilation — not  any 
intentional  actions  of  the  manufacturers.  The  record  does  not  support  the  industry’s 
assertion,  however.  First,  as  discussed  in  section  ILC.4.a.u.,  above,  the  cigarette 


Federal  Trade  Commission,  Report  of  the  "Tar”  and  Nicotine  Content  of  142  Varieties  of  Cigarettes 
(JuL  1972).  See  AR  (Vol.  314  Ref  4856).  On  a  percentage  basis,  (mly  1.4%  of  the  1972  products  had  a 
nicotine/tar  ratio  greater  than  1  to  12.  In  1994,  that  figure  grew  to  26.3%  overall,  and  rose  to  95%  fcH*  the 
93  products  in  the  lowest  tar  category.  Id.;  Federal  Trade  Commission,  Tar.  Nicotine,  and  Carbon 
Monoxide  of  the  Smoke  of  933  Varieties  of  Domestic  Cigarettes  (1994).  See  AR  (VoL  29  Ref.  485). 

Regulation  of  Tobacco  Products  (Part  1 ):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce.  U.S.  House  of  Representatives.  103d  C!ong., 
2d  Sess.  143, 378  (Mar.  25, 1994)  (statement  of  Alexander  Spears).  See  AR  (VoL  707  Ref  1). 
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manufacturers  deliberately  use  tobacco  blends  with  the  highest  nicotine  concentrations  in 

the  lowest  tar  cigarettes.  ‘  ^  . 

Second,  the  record  contradicts  the  industry’s  contention  that  they  do  not  control 
the  extent  to  which  filtration  and  ventilation  selectively  reduce  tar  more  than  nicotine. 

Indeed,  the  record  indicates  that  the  manufacturers  affirmatively  use  filtration  and 
ventilation  to  enhance  nicotine/tar  ratios.  See  section  n.C.4.b.,  above. 

Moreover,  as  the  Agency  reported  in  the  Jurisdictional  Analysis,  increases  in 
nicotine  deliveries  relative  to  tar  deliveries  have  occurred  in  all  categories  of  cigarettes. 

Although  the  increases  in  nicotine  delivery  are  largest  among  the  ultra-low-tar  cigarettes, 
relative  nicotine  deliveries  have  also  been  increasing  in  low-tar  and  high-tar  cigarettes. 

See  60  FR  41727-41731.  The  manufacturers*  theory  regarding  the  unavoidable  effects  of 
filtration  and  ventilation  in  ultra-low-tar  cigarettes  cannot  explain  these  other  increases  in 
relative  nio^e  deliveries. 

The  evidence  in  the  record  provides  specific  examples  where  manufacturers  appear  ' 
to  have  designed  cigarettes  to  achieve  enhanced  nicotine  deliveries.  As  discussed  in 
section  n.C.3.b.,  above,  for  example,  RJR  researchers  in  the  mid-1970*s  recommended 
“maintaining  the  nicotine  as  high  as  posable"'"  in  low-tar  cigarettes.^^  Researchers 
specifically  recommended  that  RJR  develop  a  new  brand  that  would  deliver  5  mg  tar  and 
0.5  to  0.8  mg  nicotine,  stating  that  “on  inhalation  into  the  lungs,  0.5  to  0.8  mg  of  nicotine 


Soikus  M  (R.J.  Reynolds  Tobacco  Co.),  Some  Effects  of  Smoking  (1976/1977),  at  10  (emphasis  added). 
See  AR  (VoL  700  Ref.  593). 
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would  provide  sufficient  nicotine  to  the  blood  to  produce  the  stimulation  and  relaxation 
effects  desired  by  the  smoker.'''^^^ 

In  the  late  1970’s  and  198G’s,  RJR  began  to  maiket  ultra-low-tar  cigarettes  that 
met  these  specifications.  Fbr  instance,  RJR  first  introduced  an  ultra-light  version  of  its  - 
Winston  brand  in  1981.  Tliat  year,  the  Winston  Ultra  Lights  100’ s  had  a  tar  delivery  of  5 
mg  and  a  nicotine  delivery  of  0.5  mg — exactly  the  deliveries  recommended  by  its  ' 

researchers  as  providing  the  sufficient  nicotine  to  provide  the  pharmacological  effects 
sought  by  consumers.^“  As  recently  as  1994,  both  the  king-size  Winsttm  Ultra  Lights 
(hard  pack)  and  the  Winston  Ultra  Lights  lOO’s  (hard  pack)  continued  to  have  these 
recommended  deliveries  of  5  mg  tar  and  0.5  mg.  nicotine,  as  did  king-size  Camel  Ultra 
Lights  and  several  other  RJR  ultra-low-tar  brands.^^ 

Another  example  of  deliberate  design  to  achieve  relatively  enhanced  nicotine 
deliveries  appears  to  be  the  Merit  Ultra  Lights  by  Philip  Morris.  Philip  Morris  researchers 
conducted  extensive  research  in  the  1970’s  to  determine  “what  combinations  of  tar  and 
nicotine  make  for  optimal  acceptibility  in  a  low  delivery  cigarette.”^^®  This  research 
concluded  that  a  higher  nicotine/tar  ratio  (at  least  0.09),  compared  to  the  natural  ratio  of 


Id.  at  1 1-12  (emphasis  added). 

Federal  Trade  Clommissitm,  “Tar,  ”  Nicotine  and  Carbon  Monoxide  of  the  Smoke  of 200  Varieties  of 
Cigarettes  (1981).  See  AR  (VoL  535  Ref.  96,  voL  IILD). 

Fedoal  Tracte  (Dommission,  Tar,  Nicotine,  and  Carbon  Monoxide  of  the  Smoke  of 933  Varieties  of 
Domestic  Cigarettes  (1994).  See  AR  (VoL  29  Ref.  485). 

Dunn  WL,  Jtrfmston  M,  Ryan  F  (Philip  Monis  Inc.),  Plans  for  1972  (Sep.  8, 1971),  in  141  Cong.  Rec. 
H8128  (daily  ed.  Aug.  1, 1995).  See  AR  (VoL  711  Ref.  6). 
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0.07,  was  optimal.^^*  Similarly,  shortly  thereafter,  Philip  Morris  introduced  the  king-size 
Merit  Ultra  Lights  with  an  elevated  nicotine/tar  ratio  of  approximately  0.10.^^^  The  king- 
size  Merit  Ultra  Lights  (hard  pack)  continued  to  have  an  elevated  nicotine/tar  ratio  of  0.10 
as  recently  in  1994.’’^  According  to  William  Farone,  the  former  director  of  applied 
research  at  Philip  Morris,  the  Merit  Ultra  Lights  is  an  example  of  “a  blend  change 
incorporating  the  greater  use  of  higher  nicotine  tobacco ...  [to]  produce  a  low  tar 
cigarette  with  the  desired  pharmacologically  active  level  of  nicotine 

These  brands  do  not  appear  to  be  isolated  examples.  TTie  evidence  in  the  record  ^ 
incUcates  that  the  design  of  cigarettes  to  achieve  specific  nicotine  deliveries  is  a  common 
practice  within  the  cigarette  industry.  According  to  Farone,  cigarettes  are  designed  to 
“attain  a  predetermined  nicotine/tar  ratio Likewise,  Ian  Uydess,  the  former  Philip 
Morris  scientist,  states  that  "^[njicotine  levels  were  routinely  targeted  and  adjusted  by 
PhiUp  Morrisr’’’'^ 


Jones  B,  Houck  W,  Martin  P  (I^ilip  Morris  Inc.),  Low  Delivery  Qgarettes  and  Increased  Nicotine/Tar 
Ratios,  A  Replication  (OcL  1975),  in  141  Cong.  Rec.  H8132  (daily  ed.  Aug.  1, 1995)  (en^[riiasis  added). 
Se«AR(VoL711Ref.6). 

Federal  Trade  Commission,  “Tar, "  Nicotine,  and  Carbon  Monoxide  of  the  Smoke  of 200  Varieties  of 
Cigarettes  (1981).  See  AR  (VoL  535  Ref.  96,  vol.  IILD). 

Federal  Trade  Commission,  Tar,  Nicotine,  and  Carbon  Monoxide  of  the  Smoke  of 933  Varieties  of 
Domestic  Cigarettes  (1994).  See  AR  (VoL  29  Ref.  485). 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  10  (enq>liasis  added).  See  AR  (VoL  638  Ref.  2). 

74.  at  1 1  (emphasis  added). 

Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  8  (emphasis  added).  See  AR  (VoL  638  Ref.  1). 
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e.  The  Manufacturers  Precisely  Control  Nicotine  Deliveries 

A  principal  feature  of  all  maiketed  cigarettes  is  the  precise  control  over  nicotine 
delivery  achieved  by  the  manufacturers.  Annual  variations  in  the  nicotine  content  of  raw 
tobacco  leaves  originating  in  the  same  geographical  area  can  be  as  high  as  100%.^^^ 
Nev^theless,  the  nicotine  deliveries  in  conunercial  cigarettes  are  consistent  to  a  tenth  of 
1%.  See  60  FR  41694.  This  is  a  high  degree  of  control  even  for  a  conventional 
pharmaceutical  company.  It  does  not  occur  by  chance,  and  the  industry  does  not  pretend 
that  it  does.  The  precise  control  ensures  that  smokers  receive  a  consistent  nicotine  dosage 
within  a  brand  from  cigarette  to  cigarette,  pack  to  pack,  and  year  to  year. 

The  evidence  in  the  record  supports  a  finding  that  the  manufaaurers’  precise 
control  over  nicotine  levels  reflects  the  central  role  of  nicotine  in  cigarette  manufacturing. 
According  to  the  statement  of  William  Farone  of  Philip  Morris,  the  cigarette  industry  even 
developed  “complex  computer  models  to  help  determine  nicotine  and  tar  deliveries.”’^* 
These  models  “allowed  blend  ingredients,  filter  and  paper  components,  and  numerous 
other  variables  to  be  considered  simultaneously”  and  “enabled  product  developers  to 
identify  which  components  were  required  to  produce  specific  nicotine  and  tar 
deliveries.””^ 

The  administrative  record  demonstrates  that  the  industry  pays  careful  attention  to 
nicotine  throughout  the  manufacturing  process.  In  particular,  as  described  below,  nicotine 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  Vol.  FV,  at  32.  See  AR  (Vol  535 
Ref.  %). 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  13.  See  AR  (VoL  638  Ref.  2). 

Id.  at  13-14. 
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plays  an  essential  role  in  tobacco  growing,  leaf  purchasing,  leaf  blending,  and  the 
manufacture  of  reconstituted  tobacco.  This  control  provides  smokers  seeking  the 
pharmacological  effects  of  nictine  with  a  remarkably  consistent  dose  of  nicotine  from 
cigarette  to  cigarette. 

i  Tobacco  Growing.  Cigarette  manufacturers’  ability  to  control  nicotine 
delivery  begins  with  tobacco  growing.  Although  cigarette  manufacturers  do  not  directly 
control  what  tobacco  farmers  grow,  they  have  successfully  influenced  the  characteristics 
of  tobacco  crops,  including  their  nicotine  content. 

As  discussed  in  the  Jurisdictional  Analysis,  cigarette  manufacturers  were  influential 
in  establishing  the  Minimum  Standards  Program  (MSP)  administered  by  the  USDA>  This 
program  began  in  the  1%0’s  in  response  to  the  emergence  of  so-called  “discount” 
varieties  of  tobacco  that  had  low  nicotine  contents.  The  MSP  eliminated  the  discount 
varieties  and  helped  control  the  variation  in  the  nicotine  content  of  the  tobacco  crop  by 
setting  minimum  and  maximum  permissible  levels  of  nicotine.  60  FR  41697-41698. 

Moreover,  tobacco  leaf  experts  have  reported  that  the  nicotine  level  in  certain 
varieties  of  tobacco  rose  in  response  to  the  needs  of  cigarette  manufacturers.  For 
instance,  an  expert  with  a  U.S.  leaf  company  observed  in  1983  that  “[o]nce  the 
manufacturer  has  expressed  a  preference  for  a  certain  style  of  leaf,  cultural  practices  can 
be  implemented  on  the  farm  to  try  to  fulfill  his  requirements.”^*®  According  to  this  expert. 


Glass  JM,  Production  and  leaf  chemistry  of  hurley  tobacco  in  Latin  America,  in  Recent  Advances  in 
Tobacco  Science,  37th  Tobacco  Chemists’  Research  Ctmference  (1983),  at  81.  See  AR  (VoL  528  Ref.  97, 
appendix  19). 
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“a  noticeable  change  has  occurred  in  leaf  chemistry”  of  hurley  tobacco  imported  into  the 
United  States — ""especially  the  increase  in  nicotine  levels.''^^^ 

il  Leaf  Purchasing.  The  industry’s  direct  control  over  nicotine  delivery  starts 

with  its  leaf  purchasing  decisions.  As  described  in  the  Jurisdictional  Analysis,  see  60  FR 
41703-41706,  and  as  the  industry  comments  themselves  confirm,  important  leaf 
characteristics  in  purchasing  include  “stalk  position,”  “impact,”  and  “smoke  quality.” 
These  characteristics  correlate  closely  with  the  nicotine  content  in  the  tobacco  leaves. 

The  iridustry  acknowledges  that,  as  a  general  rule,  the  relative  position  of  a 
tobacco  leaf  on  the  stalk  of  the  plant  will  determine  the  nicotine  content  in  that  leaf.^*^ 

The  nicotine  level  usually  goes  up  from  the  bottom  to  the  top  of  the  stalk.  According  to 
Brown  &  Williamson’s  comment,  ""[hjigher  stalk  tobacco  leaves  do  have  more  nicotine 
than  lower  stalk  leaves  on  the  same  plantr^^^ 

The  Agency  has  found  that  stalk  position  plays  a  key  role  in  the  leaf  purchasing 
practices  of  cigarette  manufacturers.  The  industry  does  not  dispute  the  significance  of  > 
stalk  position.  For  example.  Brown  &  Williamson  does  not  dispute  the  Agency’s  finding 
that  stalk  position  is  the  “first  thing”  Brown  &  Williamson  looks  for  during  leaf 
purchasing.  See  60  FR  41705.  Similarly,  RJR  concedes  that  stalk  position  is  one  of  the 
three  primary  “quality  determinants”  used  by  RJR  in  leaf  purchasing.^*^  Because  of  the 

Id.  at  77  (emphasis  added). 

R.J.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 19%),  at  44.  See  AR  (VoL  519  Ref.  103). 

Brown  &  Williamson  Tobacco  Ckirp.,  Comment  (Jan.  2, 19%),  at  10.  See  AR  (VoL  529  Ref.  104). 

Brown  &  Williamson  Tobacco  Ck)rp.»  Ckmiment  (Jaa  2, 1996),  at  10  (emphasis  added).  See  AR 
(Vol.  529  Ref.  104). 

RJ.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 19%),  at  44.  See  AR  (VoL  519  Ref.  103). 
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relationship  between  stalk  position  and  nicotine  content,  when  manufacturers  select 
tobacco  leaves  based  on  stalk  position,  they  are  in  effect  controlling  the  nicotine  content 
of  the  leaves  they  purchase. 

It  is  also  undisputed  that  “impact”  is  associated  with  the  nicotine  level  in  a  tobacco 
leaf  and  that  “impact”  plays  a  role  in  leaf  purchasing.  RJR,  for  instance,  admits  that 
“impaa  is ...  an  element  of  any  smoking  of  tobacco,  including  smoking  of  samples 
purchased  during  the  auction  season;”  and  that  “nicotine  is  reported  to  be  a  factor” 
in  “impact”"*^ 

Cigarette  manufacturers  deny  that  nicotine  plays  a  role  in  leaf  selection.  In  their 
words,  “nicotine  content  is  not  a  principal  criterion  in  the  purchase  of  leaf.”’*®  The 
Agency  does  not  find  this  assertion  to  be  credible.  Finished  cigarettes  have  highly 
consistent  nicotine  deliveries.  This  control  could  not  be  achieved  without  taking  into 
account  nicotine  content  in  the  purchase  of  tobacco  leaves.  If  nicotine  content  was  not  a 
critical  purchasing  factor,  manufacturers  would  have  no  assurance  that  they  were 
purchasing  leaves  that  could  be  blended  together  to  provide  consistent  nicotine  deliveries 
in  the  finished  cigarettes. 

iiL  Leaf  Blending.  Leaf  blending  is  one  of  the  primary  means  the  industry  uses 
to  control  nicotine  levels  in  cigarettes.  This  is  acknowledged  by  the  industry,  which  states 
in  its  joint  comment  that  “[tjobacco  is  blended  for  consistency  and  uniformity. . ,  .”’*’  At 

’“Mat  43-44. 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (Jaa  2, 1996),  Vol.  FV,  at  58.  See  AR  (VoL  535 
Ref.  %).  • 
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a  minimum,  therefore,  the  industry  has  conceded  one  of  the  Agency’s  points  in  its 
Jurisdictional  Analysis;  blending  to  ensure  “consistency  and  uniformity”  enables  the  , 
industry  to  overcome  naturally  occurring  variations  in  nicotine  associated  with  genetics 
and  soil  and  climatic  conditions.  5ee60FR  41706. 

The  joint  industry  comment  provides  a  graphic  representation  of  the  naturally 
occurring  variations  in  nicotine  levels  in  raw  tobacco.  The  industry’s  submission  shows 
the  rising  but  substantially  fluctuating  nicotine  levels  in  flue-cured  tobacco  from  the  early 
1950’s  through  the  early  1990’s.’**  Through  blending,  tobacco  manufacturers  are  able  to 
overcome  these  variations  and  produce  a  remarkably  consistent  product  with  uniform 
nicotine  levels. 

The  central  role  of  blending  in  ensuring  consistent  nicotine  yields  is  acknowledged 
in  the  industry  comments.  As  Brown  &  Williamson  observes,  “the  manufacturing 
challenge  is  to  maintain  constancy  of  product  composition  not  only  from  day  to  day,  but 
month  to  month  and  year  to  year  despite  variation  in  the  taw  material.”’*^ 

iv.  Reconstituted  Tobacco.  The  tobacco  industry  also  pays  careful  attention 
to  nicotine  during  the  manufacture  of  reconstituted  tobacco,  which  makes  up  about  15% 
to  25%  of  the  tobacco  in  cigarettes.’^  The  process  of  manufacturing  reconstituted 
tobacco  is  described  in  detail  in  the  Jurisdictional  Analysis.  60  FR  41719-41721.  The 
careful  management  of  nicotine  in  this  process  allows  the  manufacturers  to  control 
precisely  the  level  of  nicotine  in  recoi^tituted  tobacco. 

Id.  at  Vol.  IV,  Fig.  1. 

Brown  &  Williamson  Tobacco  Corp.,  Comment  (Jan.  2, 1996),  at  17.  See  AR  (VoL  529  Ref.  104). 

Joint  Comment  of  Cigarette  Manufacmiers,  Comment  (Jaa  2, 1996),  Vol.  IV,  at  72.  See  AR  (VoL  535 
Ref  %). 
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The  statement  of  William  Farone,  the  fonner  Philip  MOTiis  director  of  applied 

research,  describes  how  '‘the  industry  has  used  reconstituted  tobacco  products  to  assist  in 

controlling  the  nicotine  delivery  in  cigarettes.”’®^  According  to  Farooe: 

By  controlling  the  ingredients  that  go  into  making  reconstituted 
tobacco,  the  industry  controls  the  chemical  and  physical  propeities 

of  the  finished  sheet,  including  its  nicotine  content _ The 

reconstituted  tobacco  blend  destined  for  a  low  tar  cigarette  can  be 
made  with  a  higher  concentration  of  [high-nicotine]  burley  tobacco 
scraps  than  the  blend  of  reconstituted  tobacco  designated  for  a  full 
flavor  brand.’®^ 

Farone  also  describes  how  cigarette  manufaaurers  monitor  nicotine  levels  in 

reconstituted  tobacco,  stating  that  “[q]uality  control  checks  involving  the  use  of  a  gas  or 

liquid  chromatography  to  ascertain  the  exact  nicotine  amounts  are  routinely  employed 

during  the  process.”’®^  In  its  comments,  Philip  Morris  confirms  that  it  regularly  measures 

nicotine  levels  in  reconstituted  tobacco.  According  to  Philip  Morris*  comments: 

Representative  periodic  sampling  is  done  with  respect  to  all  tobacco  materials  that 
go  into  the  cigarette  manufacturing  process — natmal  leaf  tobacco,  expanded 
tobacco,  as  well  as  blended  and  reconstituted  leaf.  Such  periodic  sampling 
includes  measurements  of. . .  alkaloids  or  nicotine. 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  12.  See  AR  (VoL  638  Ref.  2). 

'^Id. 

Philip  Morris  Inc.,  Comment  (^r.  19, 1996),  at  56  (emphasis  added).  See  AR  (VoL  7(X)  Ref.  226). 

The  Agency  also  received  a  declaration  relating  toreamstituted  tobacco  from  Joome  Rivers,  a  formo^ 
supervisor  in  Philip  Morris’  Blended  Leaf  Plant,  Declaration  of  Rivets  J  (Mar.  7, 19%).  See  AR  (VoL 
640  Ref.  3),  as  well  as  two  afGdavits  from  current  Philip  Mrxris  employees  denying  some  of  Rivers’ 
assertions  (Philip  Morris  Inc.,  Comment  (Ajn^.  19, 19%),  Appendix  3.  See  AR  (Vol.  700  Ref.  226)),  and 
supplemental  commons  relating  to  Rivers’  declaration  submitted  by  I%ilip  Morris  after  the  close  of  the 
comment  period.  Philip  Morris  Inc.,  Supplemoital  Comments  (May  30, 19%).  See  AR  (Vol.  7(X)  Ref. 
1331).  After  considering  Rivers’  declaration,  the  two  affidavits,  and  Philip  Morris’  original  and 
supplemental  comments,  the  Agency  has  determined  that  it  will  not  rely  on  the  Rivers  declaration  or 
the  two  affidavits. 
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.  There  is  also  evidence  that  reconstituted  tobacco  is  used  by  cigarette 
manufaaurers  as  a  vehicle  for  the  addition  of  ammonia  compounds.  An  article  in  the  Wall 
Street  Journal  reports  that  Philip  Morris,  Brown  &  Williamson,  and  R.J.  Reynolds  add 
armnonia  to  their  reconstituted  tobacco.^^^  According  to  tte  article,  internal  Brown  & 

Williamson  documents  describe  the  “nicotine  pick-up  potential”  of  ammonia  in 

i  .  -t  • 

reconstituted  tobacco.  The  tobacco  company  documents  described  in  the  article  state  that 

ammonia  added  to  reconstituted  tobacco  can  scavenge  nicotine  from  the  tobacco  in  the 

rest  of  the  cigarette,  significantly  increasing  die  level  of  “free  nicotine”  in  the  cigarette. 

One  of  the  documents,  a  Brown  &  Williams(Hi  competitive  analysis  of  Marlboro,  states 

that  ammonia-treated  reconstituted  tobacco  is  “the  soul  of  Marlboro.”’’^ 

As  a  result  of  the  industry’s  focus  on  nicotine  in  the  areas  described  above,  as  well 

as  in  other  areas  described  in  the  Jurisdictional  Analysis,  cigarette  manufacturers  provide 

smokers  seeking  the  pharmacological  effects  of  nicotine  with  a  remarkably  consistent  dose 

of  nicotine  from  cigarette  to  cigarette. 

f.  Satisfying  Consumer  Preferences  Requires  Controlling  and 
Manipulating  Nicotine  Deliveries  to  Satisfy  Addiction  and 
Provi^  Other  Pharmacological  Effects 

The  cigarette  industry  maintains  that  it  does  not  control  and  manipulate  nicotine 

deliveries  because  its  sole  objective  is  to  design  cigarettes  that  meet  consumer  preferences. 

Brown  &  Williamson,  for  example,  asserts  that: 

[I]ts  intent  is  to  design,  manufaaure  and  market  its  cigarettes  to 
meet  the  preferences  of  adult  smokers  over  competing  brands,  not 
to  create  and  maintain  addiction. . . .  Consumer  demand  determines 

Freedman  AM,  Tobacco  firm  shows  how  ammonia  spurs  delivery  of  nicotine.  Wall  Street  Journal  (Oct 
18, 1995).  See  AR  (VoL  639  Ref.  2). 

^Id. 
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the  content  of  the  tobacco  blends  used  in  marketed  B&W 

•  707 

Cigarettes. 

Similarly,  RJR  asserts  that  it  “designs,  manufactures,  and  markets  a  broad  range  of 
cigarette  products  in  response  to  the . . .  demands  of  adult  smokers”  and  “not ...  to 
provide  smokers  with  pharmacologically  active  ‘doses’  of  nicotine.”^’* 

The  Agency  agrees  that  cigarette  manufacturers,  like  other  manufacturers  of 
consumer  products,  design  their  products  to  meet  consumer  demand.  The  Agency 

m' 

disagrees,  however,  that  this  establishes  that  cigarette  manufacturers  do  not  control  and 
manipulate  nicotine  levels  for  pharmacological  purposes.  The  unstated  premise  of  the 
manufacturers’  argument  is  that  the  consumer  demands  they  seek  to  satisfy  do  not  include 
a  desire  for  the  pharmacological  effects  of  nicotine.  This  is  simply  not  credible.  To  the 
contrary,  the  Agency  finds  that  what  the  cigarette  manufacturers  describe  as  satisfying 
consumer  preferences  is,  in  reality,  providing  consumers  with  cigarettes  that  sustain 
consumers’  addiaion  and  offer  other  desired  pharmacological  effects  of  nicotine. 

It  is  beyond  reasonable  dispute  that  consumers  of  cigarettes  smoke  for  the 
pharmacological  effects  of  nicotine,  including  satisfaction  of  their  addiction.  As  discussed 
in  sections  n.A.  and  ILB.,  above,  this  fact  is  widely  accepted  in  the  scientific  community. 

As  discussed  in  section  n.C.2.  and  3.,  above,  this  fact  is  also  accepted  by  the  cigarette 
manufacturers’  own  scientists.  The  implication  of  this  fact  for  cigarette  design  is  clear,  to 
compete  in  the  marketplace,  cigarette  manufacturers  must  produce  cigarettes  that  sustain 


’’’  Brown  &  Williamson  Tobacco  Corp.,  Comment  (Jan.  2,  1996),  at  3, 12  (emphasis  added).  See  AR 
(Vol.  529  Ref.  104). 

R.J.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 1996),  at  3-4.  See  AR  (VoL  519  Ref.  103). 
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smokers*  addiction  and  provide  the  other  pharmacological  effects  of  nicotine  sought  by 
smokers.  Any  cigarette  manufacturer  that  failed  to  provide  these  pharmacological  effects 
would  soon  find  itself  out  of  business,  because  addicted  smokers  and  other  smokers 
seeking  the  pharmacological  effects  of  nicotine  would  switch  to  other  brands. 

Brown  &  Williamson  provides  an  example  of  how  meting  ccmsumer  preferences 
compels  cigarette  manufacturers  to  control  and  manipulate  nicotine.  As  noted  above, 

Brown  &  Williamson’s  comments  assert  that  Brown  &  Williamson  designs  its  cigarettes  to 
meet  “consumer  demands.”  As  discussed  above  in  section  ILC.2.C.,  however,  the 
documents  in  the  record  from  Brown  Sl  Williamson  and  its  parent,  BATCX),  also 
acknowledge  that  “a  considerable  proportion  of  smokers  depend  on  the  pharmacological 
action  of  nicotine  for  their  motivation  to  continue  smoking*'^^  and  that  ^^nicotine  plays  a 
predomirumt  role  for  many  smokers.**^  Indeed,  as  recently  as  1992,  company 
researchers  stated  that  what  ""the  smoker  clearly  want^'  is  ""[t]he  rapid,  peaking  intake  of 

f 

nicotine Both  Brown  &  Williamson’s  assertion  that  it  designs  cigarettes  to  meet 
“consumer  dmands”  and  its  acknowledgment  that  smokers  seek  *"the  pharmacological 
action  of  nicotine”  leads  to  an  obvious  conclusion:  Brown  &  Williamson’s  efforts  to  meet 
consumer  preferences  necessarily  require  the  company  to  design  cigarettes  that  provide 
consumers  with  the  pharmacological  effects  of  nicotine. 


Kilbum  KD,  Underwood  JG  (BATCO),  Preparation  and  Properties  of  Nicotine  Analogues  (Nov.  9, 
1972X  at  2  (emphasis  added).  See  AR  (VoL  31  Ref.  524-1). 

Green  SJ  (BATCOX  BAT  Group  Research  (Sq).  4, 1968),  at  2  (emphasis  added).  See  AR  (VoL  15 
Ref.  192). 

Transdermal  Nicotine,  Research  and  DevdopmentA^uality,  at  3  (emphasis  added).  See  AR  (VoL  531 
Ref.  125). 
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Documents  in  the  administrative  record  confirm  that  in  designing  cigarettes  to 
'  meet  “consumer  demands,”  the  cigarette  manufacturers  carefully  take  into  account 
consumers’  pharmacological  need  for  nicotine.  One  example  is  Project  Wheat.  As 
discussed  above  in  section  n.C.3.c.ii.,  BATCO  conducted  Project  Wheat  in  the  mid- 
1970’s  to  determine  smokers’  “Inner  Need”  for  nicotine.*®^  BATCO  undertook  this 
research  for  the  express  purpose  of  improving  its  ability  to  meet  consumer  demands.  As 
the  BATCO  researchers  stated,  Project  Wheat  was  “seen  as  a  part  of  a  general  approach 
to  the  problem  of  designing  cigarettes  of  increased  consumer  acceptance”  because  ''[ijn 
considering  which  product  features  are  important  in  terms  of  consumer  acceptance,  the 
nicotine  delivery  is  one  of  the  more  obvious  candidates.  ” 

Project  Wheat  found  that  no  cigarettes  then  on  the  market  provided  the  “low  tar 
and  medium  nicotine  deliveries”  sought  by  smokers  who  had  an  average  “Iimer  Need”  for 
nicotine,  but  “an  above  average  concern  for  health.”*®^  According  to  a  “model  of  the 
market”  developed  in  Project  Wheat,  over  40%  of  smokers  wanted  cigarettes  with  a 
higher  ratio  of  nicotine  to  tar  than  was  then  available.*®^  Shortly  thereafter,  ultra-low-tar 
cigarettes  made  with  nicotine-rich  tobacco  blends  were  introduced  into  the  market, 
including  a  Brown  &  Williamson  cigarette  called  Barclay.  See  section  n.C.4.a.ii.,  above. 

Wood  DJ,  Wilkes  EB  (BATCO),  Project  Wheat  -  Part  1:  Cluster  Profiles  ofU.K.  Male  Smokers  and 
Their  General  Smoking  Habits  (Jul.  10,  1975),  at  1.  See  AR  (VoL  20  Ref.  204-1). 

74.  at  1, 3  (emphasis  added). 

Wood  DJ  (BATCO),  Project  Wheat  -  Part  2:  U.K.  Male  Smokers:  Their  Reactions  to  Cigarettes 
of  Different  Nicotine  Delivery  as  Influenced  by  Inner  Need  (Jan.  30,  1976),  at  2.  See  AR  (VoL  20 
Ref.  204-2). 

BATCO  Group  R&D  Conference  on  Smoking  Bdiaviour  at  Southampton,  England  (OcL  1 1-12, 1976), 
at  BW-W2-02308.  See  AR  (VoL  178  Ref.  2074). 


333 


44990  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

1I.C.4. 

The  process  of  “consumer  preference  testing,”  which  is  described  in  the  comments 
of  the  cigarette  manufacturers,  is  one  of  the  ways  the  manufacturers  refine  nicotine 
deliveries.  In  its  comments.  Brown  &  Williamson  explains  that  it  asks  consumers  to  rate 
prototype  cigarettes  to  deteraiine  if  its  tobacco  blends  produce  “satisfaction,”  “strength,” 
and  other  desirable  attributes  to  consumers.  According  to  Brown  &  Williamson, 

“satisfaction,”  as  used  in  consumer  preference  testing,  “reflects  the  consumer’s  total 
reaction  to  the  total  smoking  experience  delivered  by  the  cigarettes.”**^  If  consumer 
testing  shows  that  a  Brown  &  Williamson  cigarette  produces  insufficient  satisfaction. 

Brown  &  Williamson  says  its  product  developers  will  “adjust  product  recipes  and  designs 
to  improve  or  maintain  product  preference.”*®’ 

In  reality,  however.  Brown  &  Williamson  knows  that  nicotine’s  pharmacological 
effects  play  the  primary  role  in  consumer  “satisfaction.”  For  instance,  in  1983,  BATCO 
researchers  reported  their  “basic  assumption”  that  ""nicotine, .  ..is  almost  certainly  the 
key  smoke  component  for  satisfaction.''^^  Likewise,  in  a  1984  conference,  the  BATCO 
researchers  reported  that  “  "satisfaction'  must  be  related  to  nicotine.  Many  people  believe 
it  [is]  a  ‘whole  body  response’  and  involves  the  action  of  nicotine  in  the  brain."^^  Thus, 

Brown  &  Williamson  understands  that  reports  of  inadequate  satisfaction  in  consumer 
preference  testing  can  signal  a  need  to  enhance  nicotine  deliveries. 

Brown  &  WilliamscMi  Tobacco  Corp.,  Comment  (Jan.  2, 19%),  at  8.  See  AR  (VoL  529  Ref.  104). 

”’■'74  at  9. 

Minutes  of  BATCO  Research  Confeimice  at  Rio  de  Janeiro  (Aug.  22-26, 1983),  at  10  (emphasis 
added).  See  AR  (VoL  22  Ref.  287-5). 

^  BATCO,  Conference  Outline  (Jun.  6-8, 1984),  at  BW-W2-01977  (citaticm  omitted)  (em{^asis  added). 

See  AR  (VoL  22  Ref.  287-6). 
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The  statements  of  William  Farone,  the  former  Philip  Morris  director  of  applied 

research,  and  Ian  Uydess,  the  former  Riilip  Morris  scientist,  make  precisely  this  point. 

They  confirm  that  product  developers  for  the  cigarette  manufacturers  do  in  fact  adjust 

nicotine  levels  during  consumer  testing.  According  to  Farone: 

This  concept  of  nicotine  delivery  being  essential  to  consumer 
satisfaction  was  common  knowledge  within  Philip  Morris  and  the 
rest  of  the  industry.  When  consumer  testing  indicated  that  a 
product  was  lacking  in  “impact**  or  some  similar  descriptor  that 
could  be  associated  with  rucotine,  experienced  market  researchers 
and  product  developers  would  compensate  by  increasing  nicotine 
levels . . . 

Similarly,  Ian  Uydess  states: 

In  the  case  of  nicotine,  specific  levels  of  nicotine  would  be  targeted 
in  the  test  products  (test  ‘articles’)  in  a  range  that  extended  from 
‘ultra-low’  (or  even  zero)  nicotine  deliveries,  to  deliveries  equal 
to,  or  slightly  above  that  found  in  some  of  their  own  (or  a 
competitor’s)  ‘fiiU-flavor’  or  ‘fuU-bodied’  products.  This  was  done 
to  examine  how  the  smoker  would  react  to  various  nicotine  levels 
as  a  predictor  of  how  well  these  products  might  do  in  the  market 
with  specific  regard  to:  “not  enough  nicotine”,  “an  acceptable  level 
of  nicotine”,  or  “too  much  nicotine.”*" 

Thus,  the  Agency  concludes  that  the  manufacturers’  explanation  for  their  actions 
does  not  withstand  scrutiny.  Overwhelming  evidence  establishes  that  smokers  seek  the 
pharmacological  effects  of  nicotine  from  cigarettes.  See  section  n.A.  and  n.B.,  above. 
Overwhelming  evidence  also  establishes  that  the  manufacturers  know  that  See  section 
II.C.2.,  above.  Manufacturers  that  design  their  products  to  meet  consumer  demands  that 


Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  8  (emphasis  added).  See  AR  (Vol,  638  Ref.  2). 

Declaration  of  Uydess  IL  (Feb.  29, 19%),  at  1 1.  See  AR  (VoL  638  Ref.  1). 
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they  know  are  pharmacological  in  nature  are  necessarily  engaged  in  designing  products  to 
provide  pharmacological  effects. 

In  sum,  the  evidence  discussed  in  this  section  discloses  that  the  manufaaurers  use 
several  methods  to  control  and  manipulate  nicotine  deliveries  in  commercial  cigarettes. 

These  design  features  include:  (1)  the  use  of  various  tobacco  blends  with  varying  nicotine 
levels;  (2)  filter  ventilation  and  related  technologies  that  selectively  remove  more  tar  than 
nicotine  and  allow  smokers  to  obtain  more  nicotine  than  the  measured  FTC  yields;  and  (3) 
the  use  of  ammonia  technologies  that  increase  the  delivery  of  "Tree”  nicotine.  In  addition, 
the  evidence  shows  that  the  manufacturers  control  nicotine  levels  in  virtually  aU  aspects  of 
cigarette  manufacture,  thereby  ensuring  that  snookers  receive  a  consistent  nicotine  delivery 
in  each  cigarette.  Combined  with  the  evidence  regarding  produa  research  and  ^ 
development  in  section  n.C.3.,  this  evidence  shows  that  the  manufacturers  ""design” 
cigarettes  to  provide  a  consistent,  pharmacologically  active  dose  of  nicotine  to  smokers, 
thereby  establishing  that  cigarettes  are  ""intended”  to  affect  the  structure  and  function  of 
the  body. 

5.  Conclusion 

The  Agency’s  role  in  determining  intended  use  through  the  statements,  research, 
and  actions  of  the  manufacturer  is  to  be  a  faa  finder.  In  this  case,  after  careful 
consideration  of  the  evidence  ard  the  comments,  the  Agency  finds  that  the  evidence  of 
cigarette  manufaaurers’  statements,  research,  and  actions  demonstrates  that  cigarettes  are 
intended  to  cause  significant  pharmacological  effects  in  smokers.  The  Agency  makes  this 
finding  for  three  principal  reasons. 
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First,  as  described  in  section  n.C.2.,  above,  the  evidence  shows  that  the  cigarette 
manufacturers  are  aware  of  and  have  exhaustively  studied  the  pharmacological  effects  and 
uses  of  nicotine.  In  the  case  of  Philip  Morris,  RJR,  and  Brown  &  Williamson,  the 
manufacturers  conducted  extensive  in-house  research  on  the  pharmacological  effects  and 
uses  of  nicotine.  Their  researchers  and  officials  repeatedly  expressed  the  view  that 
nicotine  causes  pharmacological  effects,  that  consumers  smoke  cigarettes  to  obtain  these 
effects,  and  that  cigarettes  are  delivery  devices  for  nicotine.  The  evidence  further  shows 
that  the  cigarette  manufacturers  as  a  group  funded  extensive  research  into  nicotine 
pharmacology  through  the  Council  for  Tobacco  Research.  TTiis  evidence  establishes  that 
the  manufacturers  “have  in  mind”  that  cigarettes  will  be  used  for  the  particular  purpose  of 
delivering  the  pharmacological  effects  of  nicotine  to  smokers. 

Second,  the  evidence  in  sections  II.C.3.  and  n.C.4.  shows  that  the  cigarette 
manufacturers  “design”  cigarettes  to  have  pharmacological  effects.  TTiis  evidence  reveals 
that  the  manufacturers  have  conducted  extensive  product  research  and  development  to 
identify  pharmacologically  active  doses  of  nicotine  and  to  optimize  the  delivery  of  nicotine 
to  smokers  and  that  company  researchers  repeatedly  recommended  the  development  of 
cigarettes  that  maintain  adequate  nicotine  deliveries. 

This  evidence  also  shows  that  the  cigarette  manufacturers  carefully  control  and 
manipulate  the  nicotine  delivery  of  their  commercially  maiketed  cigarettes  to  provide 
smokers  with  a  pharmacologically  active  dose  of  nicotine.  Among  other  practices,  the 
manufacturers  use  high-nicotine  blends  that  increase  nicotine  deliveries  in  their  lowest-tar 
products;  rely  on  filtration  and  ventilation  technologies  that  selectively  remove  more  tar 
than  nicotine;  add  ammonia  compounds  that  increase  the  delivery  of  “free”  nicotine;  and 
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carefully  control  the  nicotine  level  in  all  cigarettes.  Tlnough  the  use  of  these  practices,  the 
cigarette  manufacturers  are  able  to  deliver  sufficient  nicotine  to  satisfy  consumers.  An 
inevitable  consequence  of  these  practices  is  to  keqp  consumers  smoking  by  sustaining  their 
addiction. 

Third,  the  manufacturers  have  been  unable  to  provide  a  convincing  explanation 
that  refutes  either  the  evidence  showing  that  they  have  in  mind  the  pharmacological  effects 
and  uses  of  cigarettes  or  the^  evidence  showing  that  they  have  designed  cigarettes  to 
provide  these  effects.  TTiis  failure  is  significant  because  the  manufacturers  alone  have 
access  to  the  con^any  documents  and  other  information  that  would  provide  a  complete 
explanation  of  their  knowledge  and  design  practices.  The  absence  of  a  credible  counter¬ 
explanation  by  the  persons  best  situated  to  explain  the  evidence  before  the  Agracy  adds 
additional  support  for  the  Agency’s  findings. 

Under  the  legal  standards  described  in  section  n.C.l.,  above,  the  evidence  that  the 
manufacturers  (1)  ‘‘have  in  mind”  that  cigarettes  will  be  used  for  pharmacological 
purposes  and  (2)  “design”  cigarettes  to  deliver  a  pharmacologically  active  dose  of  nicotine 
each  provides  an  independent  basis  for  establishing  intended  use.  Taken  together,  the  two 
categories  of  evidence  are  consistent  with  each  other  and  mutually  reinforcing.  Taken  as  a 
whole,  therefore,  the  evidence  fiom  the  statements,  research,  and  actions  of  the 
manufacturers  amply  supports  the  finding  that  the  effects  of  cigaredes  on  the  stmaure  and 
function  of  the  body  are  “intended”  by  the  cigarette  manufacturers. 
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6.  Response  to  Comments 

a.  Comments  on  Statements  and  Research  on  Nicotine’s  Drug  Ejects, 

L  Comments  on  Specific  Philip  Morris  Statements  and  Research  Projects.  In 

July  1995,  a  large  number  of  Philip  Morris  internal  documents  reflecting  over  a  decade  of 
its  research  on  smoking  motivation  were  published  in  the  Congrefszomz/ A 
smaller  number  of  documents  from  Philip  Morris  became  available  as  a  result  of  a  lawsuit 
brought  against  Philip  Morris  by  a  smoker.*‘^  In  its  Jurisdictional  Analysis,  FDA 
reproduced  statements  from  those  documents  as  evidence  that  company  officials  believed 
that  consumers  use  cigarettes  to  obtain  the  pharmacological  effects  of  nicotine. 

A  comment  submitted  by  Hiilip  Morris  argues  that  the  documents  do  not  provide 
such  evidence  because  FDA  allegedly  mischaracterized  or  took  out  of  context  some  of  the 
quotes  from  the  documents.  Philip  Morris  argues  that:  (1)  other  statements  in  the 
documents  show  that  Philip  Morris  researchers  were  actually  uncertain  why  people  smoke; 

(2)  in  addition  to  studies  on  the  pharmacological  motivations  for  smoking,  Philip  Morris 
cbnduaed  studies  on  other  motives  for  smoking,  demonstrating  that  Philip  Morris  did  not 
believe  that  pharmacological  motives  for  smoking  were  primary;  (3)  FDA  omitted 
passages  from  the  documents  that  would  have  cast  them  in  a  different  light;  and  (4)  some 
of  the  statements  cited  by  FDA  were  actually  only  hypotheses  of  Philip  Morris 
researchers,  or  the  hypotheses  of  outside  researchers,  which  were  not  ultimately  supported 
by  the  results  of  their  studies. 


Cipollone  v.  Liggett  Group  Inc.^  No.  83-2864  (D.N.J.  dismissed  Nov.  3,  1992). 
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FDA  has  reviewed  all  of  the  publicly  available  documents  written  by  Riilip  Morris 
officials.  The  A^ncy  has  concluded  that,  both  individually  and  as  a  whole,  they 
demonstrate  that  Philip  Morris  (xmducted  extensive,  sophisticated  research  on  the 

pharmacological  effects  of  nicotine  in  cigarettes  and  the  pharmacological  motives  for  | 

smoking,  and  that  officials  responsible  for  research  and  development  at  all  levels  of  the  | 

company  expressed  consistent  beliefs  throughout  the  period  covered  by  the  documents 

that  the  pharmacological  effects  of  nicotine  were  the  primary  reason  people  smoke.  The 

documents  also  demonstrate  that  these  beliefs,  and  the  data  supporting  them,  were  held  by 

and  cormnunicated  to  company  executives,  including  the  board  of  directors.  Below,  FDA 

addresses  each  of  Philip  Morris*  arguments,  with  examples  from  individual  documents 

claimed  by  Philip  Morris  to  have  been  mischaracterized.  In  every  case,  the  documents 

speak  for  themselves. 

1 .  Philip  Morris  argues  that  it  conducted  studies  on  other  motives  for 
smoking,  demonstrating  that  Philip  Morris  did  not  believe  that  pharmacological  motives 
fOT  smoking  were  primary.  Philip  Morris  cites  a  single  document  frcMn  1970  for  this 
premise. 

FDA  has  reviewed  the  studies  on  smoking  motivation  referred  to  in  the  publicly 
available  Philip  Morris  documents.  The  relative  importance  Philip  Morris  placed  on 
pharmacological  motives  for  smoking  compared  to  other  motives  is  clear  from  these 
studies.  The  vast  majority  of  the  company’s  studies  were  conducted  to  assess  the 
pharmacological  effects  of,  and  motives  for,  smoking.  A  small  minority  of  the  studies 
were  intended  to  assess  other  reasons  for  smoking.  Indeed,  the  research  documents  show 
that  Philip  Morris’  focus  on  the  pharmacological  effects  of  nicotine  increased  over  time. 
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By  the  early  1980’ s,  when  the  large  collection  of  documents  made  public  by  Congress  end, 

Philip  Morris’  research  on  smoking  motivation  was  overwhelmingly  dominated  by 
research  on  the  pharmacological  effects  of  nicotine.  A  1980  report,  for  instance,  describes 
fifteen  major  studies — eleven  of  which  examined  various  aspects  of  nicotine’s 
pharmacological  effects  on  smokers  and  on  dose-regulating  behavior  by  smokers.*^^  The 
nicotine-related  studies  included: 

( 1 )  Studies  on  the  effects  of  cigarettes  and  nicotine  on  electrical  and  chemical  activity 

in  the  human  brain.  The  objectives  of  this  program  are  described  as  follows: 

It  is  our  belief  that  the  reinforcing  properties  of  cigarette 
smoking  are  directly  relatable  to  the  effects  that  smoking 
has  on  electrical  and  chemical  events  within  the  central 
nervous  system.  Therefore,  the  goals  of  the 
electrophysiology  program  are  to:  (I)  Determine  how 
cigarette  smoking  affects  the  electrical  activity  of  the  brain, 
and  (II)  Identify,  as  far  as  possible,  the  neural  elements 
which  mediate  cigarette  smoking’s  reinforcing  actions.* 

(2)  Studies  on  rats  demonstrating  that  nicotine  is  “reinforcing”  (causes  animals  to 
“self-administ[er]”  nicotine,  i.e.,  seek  repeated  doses),  tests  positive  in  drug 
discrimination  tests  which  can  predict  whether  a  substance  has  mood-altering 
effects  in  humans,  and  acts  centrally  in  the  brain.  The  objectives  of  this  program 
include  “(I)  To  develop  a  better  understanding  of  the  behavioral  pharmacological 
actions  of  nicotine,  particularly  the  action  which  reinforces  smoking  behavior.”**^ 


Dunn  WL  (I%ilip  Morris  Inc.),  Plans  and  Objectives-1981  (Nov.  26, 1980),  in  141  Cong.  Rec. 
H768 1-7683  (daily  ed.  Jul.  25,  1995).  See  AR(VoL  14  Ref.  175a). 

atH7681. 

*’^/4.atH7682. 
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(3)  Studies  on  the  level  of  nicotine  in  saliva  over  time,  and  on  the  correlation  of 

salivary  nicotine  levels  to  blood  nicotine  levels,  to  answer  the  question,  “Does  a 
low  systemic  level  of  nicotine  trigger  the  smoking  response?”**® 

Philip  Morris  provides  no  additional  or  later  documents  that  would  suggest  that 
these  studies  are  not  representative.  Thus,  the  extensive  and  sustained  investigation  into 
nicotine  pharmacology  reflected  in  Philip  Monis’  documents  demonstrates  that  its 
researchers  believed  that  the  pharmacological  effects  of  nicotine  were  the  primary  reason 
for  smoking.  Moreover,  as  detailed  in  section  n.C.2.a.iii.,  above,  a  1992  Philip  Morris 
document  shows  that  the  views  expressed  by  Philip  Mortis  officials  in  the  1970’s  and 
1980’ s  are  still  held  by  Philip  Morris  employees.**^ 

Moreover,  even  if  Philip  Morris  had  significantly  researched  other  motives  for 
smoking,  this  could  not  render  Philip  Morris’  research  into  the  pharmacological  motives 
for  smoking  irrelevant.  Neither  FDA  nor  the  courts  have  suggested  that  a  produa  with 
pharmacological  uses  must  not  have  any  other  uses  if  it  is  to  be  regulated  as  a  drug  or 
device.  When  it  has  been  established  that  a  manufacturer  intends  that  its  product  be  used 
for  a  pharmacological  purpose,  FDA’s  jurisdiction  is  not  defeated  by  a  showing  that  the 

““‘/<latH7682. 

See  also  Dunn  WL  (Hiilip  Mcxris  Inc.),  Plans  and  Objectives— 1979  (Dec.  6, 1978)  (“All  of  the  effort  of 
the  Behavioral  Research  Lalxmitory  is  aimed  at  achieving  this  objective:  To  understand  the  psychological 
reward  die  smoker  gets  fixim  smcddng,  to  understand  the  psychc^hysiology  underlying  this' reward,  and  to 
relate  this  reward  to  the  ctmstituents  in  suKd®”),  in  141  (3(mg.  Rec.  H7668-7670  (daily  ed.  JuL  25, 1995). 

See  AR  (VoL  14  Ref.  175a). 

Dunn  WL  (I%il4>  Maris  Inc.),  Plans  and  Objectives— 1980  (Jan.  7, 1980),  in  141  Cong.  Rec.  H7670- 
7672  (daUy  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

I%ilip  Morris  Inc.,  Draft  Repot  Regarding  a  Proposal  fo  a  “Safer”  Cigarette,  Cfode-named  Table.  See 
AR(VoL531Ref.  122). 
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manufacturer  also  intends  the  product  to  be  used  for  other,  nonpharmacological  purposes. 

See,  e.g..  United  States  v.  Guardian  Chemical  Corp.,  410  F.2d  157, 162-163  (2d  Cir. 

1969)  (solvent  intended  both  to  dissolve  Wdney  stones  and  to  clean  medical  instruments 
was  properly  regulated  as  a  “drug”).  Thus,  if  there  is  evidence  that  nicotine-containing 
tobacco  products  are  intended  to  produce  significant  drug  effects  in  consumers,  the  fact 
that  manufacturers  may  also  intend  them  to  provide  “flavor”  or  other  nonpharmacological 
effects  would  not  defeat  a  finding  that  such  products  are  “drugs”  within  the  meaning 
of  the  Act. 

2.  Philip  Morris  also  contends  that  in  reproducing  certain  quotes  from  Philip 
Morris  documents,  FDA  omitted  portions  of  the  documents  that  would  have  shown  that 
the  author  did  not  believe  that  people  smoke  to  obtain  the  pharmacological  effects  of 
nicotine.  Philip  Morris  cites  four  examples.  FDA  has  reviewed  each  of  the  documents  in 
question  and  has  concluded  that  each  of  the  statements  quoted  in  the  Jurisdictional 
Analysis  has  been  fairly  presented  and  has  not  been  taken  out  of  context. 

First,  FDA  reproduced  in  the  Jurisdictional  Analysis  a  number  of  quotes  fix)m 
memoranda,  presentations,  and  letters  by  William  Dunn,  a  senior  scientist  at  Philip  Morris, 
who  was  responsible  for  a  large  number  of  research  projects  on  smoking  motivation.  The 
quotes  demonstrated  that  Dunn  believed  people  smoke  to  obtain  the  pharmacological 
effects  of  nicotine.  60  FR  41591, 41596-41599, 41682, 41756, 41761.  PhUip  Morris 
claims  that  several  quotes  were  taken  out  of  context,  and  that  the  full  context 
demonstrates  that  Duim  did  not  believe  the  pharmacological  effects  of  nicotine  are  the 
primary  reason  people  smoke,  and  in  fact  did  not  know  why  people  smoke.  Philip  Morris 
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also  contends  that  the  quotes  attributed  to  Dunn  were  in  fact  the  views  of  other  scientists 
that  Dunn  was  simply  describing. 

The  collected  writings  of  William  Dunn  could  not  be  clearer.  As  is  fiilly 
demonstrated  in  the  Jurisdictional  Analysis,  he  made  repeated  statements  thrDughout  his 
career  reflecting  a  consistent  belief  that  people  smoke  primarily  to  obtain  the 
psychopharmacological  effects  of  nicotine.  As  recently  as  1994,  when  Dunn  was  visited 
by  FDA  investigators,  he  told  them  that  people  smoke  for  the  nicotine.*^*  At  a  conference 
in  1972,  Dutm  explained  his  ‘‘conviction”  that  consumers  smoke  for  the  pharmacological 
effects  of  nicotine.  This  quote  also  refutes  Philip  Morris*  claim  that  Dutm  was  merely 
describing  the  views  of  other  scientists: 

Let  me  explain  my  conviction. 

The  cigarette  should  be  conceived  not  as  a  product  but  as  a 
package.  The  product  is  nicotine.  The  cigarette  is  but  one  of  many 
package  layers ....  The  smoker  must  strip  off  all  these  package 
layers  to  get  to  that  which  he  seeks ....  Thitik  of  the  cigarette  pack 
as  a  storage  container  for  a  day*s  supply  of  nicotine ....  Think  of 
the  cigarette  as  a  dispenser  for  a  dose  unit  of  nicotine ....  Think  of 
a  puff  of  smoke  as  the  vehicle  of  nicotir^: 

1 )  A  convenient  35  cc  mouthful  contains  approximately 
the  right  amount  of  nicotine 

2)  The  smok^  has  wide  latitude  in  further  calibration: 
puff  volume,  puff  interval,  depth  and  duration  of 
inhalation ... 

3)  Highly  absorbable:  97%  nicotine  retention 

4)  Rapid  transfer,  nicotine  delivered  to  blood  stream  in 
1  to  3  minutes .... 

Smoke  is  beyond  question  the  most  optimized  vehicle  of  nicotine.*^’ 


See  notes  summarizing  May  10, 1994  meeting  between  FDA  and  Dunn  WL.  See  AR  (VoL  21 
Ref.  231). 

Dunn  WL  (Philip  Mtxiis  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  5-6  (emphasis 
added).  See  AR  (VoL  12  Ref.  133). 
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Dunn  further  explained  how  he  and  other  Philip  Morris  officials  could  both  express 
uncertainty  about  “why  people  smoke”  and  believe  that  they  smoke  for  the 
pharmacological  effects  of  nicotine:  “If  we  accept  the  premise  that  nicotine  is  what  the 
smoker  seeks,  we’ve  still  not  answered  the  question  ‘Why  do  people  smoke’?  We’ve 
merely  reformulated  it  to  read  ‘Why  does  the  smoker  take  nicotine  into  his  system?’”*^ 

Thus,  it  was  Dunn’s  “conviction”  that  people  smoke  to  obtain  a  systemic  dose  of 
nicotine.  What  remained  to  be  determined  was  precisely  why  the  pharmacological  effects 
of  nicotine  were  reinforcing  to  smokers  and  what  biochemical  mechanisms  were  triggered 
by  nicotine  in  the  central  nervous  system.  In  fact,  the  records  of  Philip  Morris  research 

A 

between  the  1960’s  and  the  1980’s  demonstrate  that  Philip  Morris  spent  those  decades 
conducting  exhaustive  research  to  determine  the  physiological  and  psychoactive  effects  of 
nicotine  inhalation  that  cause  smokers  to  repeatedly  seek  nicotine,  and  to  ascertain  the 
“dose-regulating”  mechanisms  through  which  smokers  obtain  an  adequate  amount  of 
nicotine  to  achieve  those  effects.*^*  See  Jurisdictional  Analysis,  60  FR  41599. 

Accordingly,  FDA  concludes  that  it  has  appropriately  represented  the  words  of 
William  Duim. 

The  second  document  is  a  1969  speech  to  the  board  of  directors  of  Philip  Morris 
by  Helmut  Wakeham,  vice  president  for  research  and  development.  The  speech  begins 
with  the  statement  that  scientists  cannot  yet  give  a  definitive  explanation  of  why  people 
smoke  “backed  up  by  fact.”  The  speech  nevertheless  attempts  to  answer  the  question  by 

*“/J.at6-7. 

See  documents  printed  in  141  Cong.  Rec.  H7646-7683  (daily  ed.  Jul.  25, 1995),  and  141  Cong.  Rec. 

H8127-8135  (daUy  ed.  Aug.  1, 1995).  See  AR  (Vol.  14  Ref.  175a  and  VoL  71 1  Ref.  6). 
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marshaling  three  types  of  available  evidence;  what  smokers  say  about  why  they  smoke, 
what  differences  in  personality  characterize  smokers  and  nonsmokers,  and  what  the 
“immediate  effects  of  smoke  inhalation  upon . . .  human  body  function”  are.*“  In  the 
latter  category,  the  speech  provides  a  long  list  of  nicotine’s  effects  on  human  body 
function,  including  “arousal  center  in  brain  stem  excited.”*^  Following  this  discussion  of 
the  evidence,  the  speech  concludes  with  the  quote  cited  by  FDA  in  the  Jurisdictional 
Analysis:  “We  are  of  the  conviction,  in  view  of  the  foregoing,  that  the  ultimate 
explanation  for  the  perpetuated  cigaret  habit  resides  in  the  pharmacological  effect  of 
smoke  upon  the  body  of  the  smoker,  the  effea  being  most  rewarding  to  the  individual 
under  stress.”*^ 

This  document  speaks  for  itself.  It  is  beyond  question  that  the  quoted  statement 
reflects  the  “conviction”  of  the  author  of  the  speech  that  people  continue  to  smoke  to 
obtain  the  pharmacological  effects  of  nicotine,  and  that  this  conviction  existed  as  a  result 
of  the  available  data. 

The  third  document  cited  by  Philip  Morris  provides  equally  weak  support  for  the 
claim  that  Philip  Morris  researchers  were  uncertain  whether  people  smoke  to  obtain 
nicotine.  From  an  internal  Philip  Morris  document  entitled  **Why  People  Start  to  Smoke,” 

FDA  printed  a  quote  from  the  end  of  the  document  describing  the  results  of  a  “special 


Wakeham  H  (Philip  Morris  Iiic.X  Smoker  Psychology  Research  (Nov.  26, 1%9),  at  9.  See  AR 
(Vol.  11  Ref.  142). 

Id.  at  10. 

*^74.  at  11. 
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Study  done  for  Kiilip  Morris”  on  “the  motivation  that  leads  to  a  continuation  of 
smoking”:*^ 

[T]he  circumstances  in  which  smc^dng  occurs  may  be  generalized 

as  follows: 

1.  As  a  narcotic,  tranquilizer,  or  sedative.  Smokers 
regularly  cigarettes  at  times  of  stress. 

2.  At  the  beginning  or  ending  of  a  basic  activity. . . . 

3.  Automatic  smoking  behavior.*^ 

Philip  Morris  points  to  a  statement,  from  the  portion  of  the  document  on  why 
people  start  smoking,  that  “[t]heie  are  surprisingly  few  hard  facts  on  the  question  of  the 
initiation  of  smoking,”*^^  claiming  that  this  somehow  shows  that  the  author  is  unsure  of 
why  people  continue  to  smoke.  As  the  document  itself  demonstrates,  the  author  describes 
no  uncertainty  on  the  question  of  why  people  continue  to  smoke. 

The  fourth  document  cited  by  Philip  Morris  is  the  first  of  several  Philip  Morris 
reports  on  research  conducted  by  the  company  to  test  its  hypothesis  that  smoking  is  used 
in  times  of  stress  as  an  “anxiety  teducer.”*“  The  proposed  study  involved  administering 
shocks  to  college  students  and  determining  whether  stress  caused  the  students  to  smoke 
more.  According  to  Philip  Morris,  the  research  proposal  expresses  uncertainty  about 
whether  smoking  mitigates  stress,  and  therefore  cannot  support  FDA*s  conclusion  that 
Philip  Morris  officials  believed  that  nicotine's  pharmacological  effects  motivate  smoking 
behavior. 

Udow  A  (I%ilip  Morris  Inc.),  Why  People  Start  to  Smoke  (Jun.  2, 1976),  in  141  Cong.  Rec.  H7663- 
H7664  (daily  ed.  Jul.  25, 1995)  (emphasis  added).  See  AR  (VoL  14  Ref.  175a). 

I 

*“W.atH7664. 

Id.  at  H7663  (en^hasis  added). 

Ryan  FJ  (Philip  Morns  Inc.),  Proposed  Research  Project:  Smoking  and  Anxiety  (Dec.  23, 1969X  in 
141  Cong.  Rec.  H7648  (daily  ed  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 
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FDA  disagrees  that  this  document  can  be  used  to  demonstrate  that  Philip  Morris  is 
unceitain  about  the  relationship  of  smoking  and  stress.  Because  the  document  in  question 
merely  proposes  the  research  to  test  the  hypothesis  that  smoking  reduce  anxiety,  it  does 
not  attempt  to  answer  the  question  posed.  What  Philip  Morris  fails  to  point  out  is  that  this 
research,  once  begun,  showed  a  “very  high”  correlation  between  personality  factors, 

“particularly  the  Anxiety  faaor,”  and  puff  rate  and  that  the  researchers  were  “very  much 
encouraged  by  the  trend  of  these  findings.”*^  In  fact,  this  study  design  appears  to  have 
been  abandoned  in  favor  of  other  designs  only  because  “fear  of  shock  is  scaring  away 
some  of  our  more  valuable  subjects.”*^  Subsequent  research  reports  show  that  Philip 
Morris  researchers  continued  to  obtain  results  showing  a  correlation  between  anxiety  and 
both  puffing  and  nicotine  intake,*^*  and  subsequent  statements  by  Philip  Mortis 
researchers  continue  to  show  that  they  believed  that  one  of  the  primary  motives  for 
smoking  is  to  relieve  stress.*^^ 


Dunn  WL(Hiilip  Mcnris  Inc.),  Consumer  Psychology  (Sep.l6-OcL  15,1971),(discussing  projects 
entitled,  ‘^hock  I,  II,  HI,  IV”),  in  141  Cong.  Rec.  H7648-7649  (daUy  ed.  JuL  25, 1995).  See  AR  (VoL  14 
Ref.  175a). 

Dunn  WL  (Hiilip  McHTis  Inc.),  Quarterly  Report-Projects  1600  and  2302  (OcL  5, 1972)  in  141  Cong. 
Rec.  H7649  (daUy  ed.  JuL  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Dunn  WL  (Philip  Morris  Inc.),  1600  Objectives  for  1973  (Nov.  14, 1972)  (subjects  show  diffoential 
heart  rate  when  threatened  with  shock  on  days  when  they  are  allowed  to  smoke  compared  to  days  when 
they  are  not),  in  141  Cong.  Rec.  H8130  (daily  ed.  Aug.  1, 1995)  See  AR  (VoL  71 1  Ref  6). 

Philip  Morris  Research  Center,  Behavioral  Research  Annual  Report  (JuL  18, 1975),  in  141  (Dong.  Rec. 
H7652,  H7654  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  21  Ref.  240a-2). 

Udow  A  (Hiilip  Morris  Inc.),  Why  People  Start  to  Smoke  (Jun.  2, 1976)  (“the  circumstances  in  which 
smoking  occurs  may  be  genmlized  as  follows:  1.  As  a  narcotic,  tmnquilizo',  or  sedative.  Smokers 

regularly  use  cigarettes  at  times  of  stress _ ”),  in  141  (Dong.  Rec.  H7664  (daily  ed.  Jul.  25, 1995). 

See  AR(\ol  14  Ref  175a). 
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Not  only  do  the  documents  discussed  inunediately  above  contradict  Philip  Morris’ 

assertion  that  its  employees  do  not  know  why  people  smoke,  but  the  available  Philip 

Morris  documents  contain  overwhelming  support  for  the  finding  that  Phil^)  Morris 

officials  believe  that  the  major  reason  people  smoke  is  to  obtain  the  pharmacological 

effects  of  nicotine.  Expressions  of  this  belief  are  repeated  frequently  and  consistently  over 

the  period  of  years  reflected  in  these  documents.  See,  e.g..  Jurisdictional  Analysis,  60  FR 

41595-41599, 41608, 41613-41615, 41650-41652. 

3.  Philip  Morris  contends  that  in  reproducing  William  Duim’s  statement  of  his 

“conviction”  that  cigarettes  are  the  “most  optimized  vehicle”  for  delivering  nicotine,  see 

comment  2,  above,  FDA  omitted  a  subsequent  paragraph  in  which  the  scientist  attempted 

to  defuse  concern  about  his  “drug-like  conceptualization  of  the  cigarette”: 

Lest  anyone  be  made  unduly  apprehensive  about  this  drug-like 
conceptualization  of  the  cigarette,  let  me  hasten  to  point  out  that 
there  are  many  other  vehicles  of  sought-after  agents  which  dispense 
in  dose  units:  wine  is  the  vehicle  and  dispenser  of  alcohol,  tea  and 
coffee  are  the  vehicles  and  dispensers  of  caffeine,  matches  dispense 
dose  units  of  heat,  and  money  is  the  storage  container,  vehicle  and 
dose-dispenser  of  many  things.*^^ 

Philip  Morris  claims  that  this  paragraph  demonstrates  that  the  earlier  part  of  the  quote 
canned  be  used  as  evidence  that  Hiilip  Morris  intends  cigar^tes  as  nicotine  delivery 
systems. 

FDA  disagrees.  The  paragraph  quoted  by  Philip  Morris  illustrates  that  tobacco 
company  officials  were  aware  of  the  potential  consequences  of  admitting  that  cigarettes 
are  “drug-like.”  Moreover,  the  paragraph  does  not  in  any  way  undercut  the  fundamental 

Dunn  WL  Morris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  ( 1972),  at  6.  See  AR 

(Vol.  12  Ref.  133). 
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point  made  by  Dunn:  that  cigarettes  are  delivery  systems.  The  fact  that  other 

items  can  also  be  conceptualized  as  delivery  systems  for  various  things  cannot  alter  what  it 
was  that  Dunn  believed  was  the  essential  ingredient  delivered  by  cigarettes:  doses  of 
nicotine.  He  did  not  conceptualize  cigarettes  as  delivery  systems  for  flavor,  or  taste,  or 
s(xnething  to  occupy  one’s  hands.  Rather,  he  conceptualized  cigarettes  as  delivery 
systems  for  “a  dose  unit  of  nicotine,”  which  is  “delivered  to  [the]  blood  stream  in  1  to  3 
mmutes. 

4.  Philip  Monis  also  contends  that  in  reproducing  certain  quotes  from  Philip 
Morris  documents,  FDA  omitted  portions  of  the  documents  that  were  inconsistent  with 
the  quoted  portion. 

First,  Philip  Morris  contends  that  FDA  omitted  a  significant  passage  from  a  quote 
on  a  proposed  Philip  Morris  study  on  smoking  and  hyperactivity.  The  full  quote  with  the 
omitted  passages  follows: 

Some  children  are  so  active  (or  “hyperkinetic”)  that  they  are  unable  to  sit 
quietly  in  school  and  concentrate  on  what  is  being  taught  In  recent  ye^  it 
has  been  found  that  amphetamines,  which  are  strong  stimulants,  have  the 
anomalous  effect  of  quieting  these  children  down  and  enabling  them  to 
concentrate  in  the  face  of  distractions  which  otherwise  would  have 
disrupted  their  attention.  Many  children  are  therefore  regularly 
administered  amphetamines  throughout  grade  school  years.  The  wisdom 
of  such  prescription  is  open  to  question  and  some  published  reports  have 
suggested  that  caffeine,  in  the  form  of  coffee  or  tea  for  breakfast  would 
produce  the  same  end  result  We  wonder  whether  such  children  may  not 
eventually  become  cigarette  smokers  in  their  teenage  years  as  they  discover 
the  advantage  of  self-stimulation  via  nicotine.  We  have  already 
collaborated  with  a  local  school  system  in  identifying  some  such  children 
presently  in  the  third  grade;  we  are  reviewing  the  available  literature  on  the 
topic;  and  we  may  propose  a  prospective  study  of  this  relationship.  It 
would  be  good  to  show  that  smoking  is  an  advantage  to  at  least  one 


Id.  at  5-6. 
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subgroup  of  the  population.  Needless  to  say,  we  will  not  propose  giving 
cigarettes  to  children.*^^ 

The  full  quote  demonstrates  that  Philip  Morris  researchers  regarded  nicotine  as  a  stimulant 
and  proposed  to  study  whether  hyperactive  youths  use  cigarettes,  not  for  flavor  or  taste, 
but  to  self-medicate  an  attentional  disorder.  It  is  completely  consistent  with  FDA’s 
finding  that  Philip  Morris  officials  believe  that  nicotine  in  cigarettes  has  pharmacological 
effects  and  that  consumers  use  cigarettes  to  obtain  those  effects. 

Philip  Morris  claims  that  the  researchers  were  equating  nicotine  and  caffeine.  It  is 
clear  from  this  and  later  references  to  this  study  that  Philip  Morris  was  interested  in 
whether  nicotine  is  used  to  self-medicate  hyperactivity  by  smokers  who  as  children  were 
“known  to  have  their  hyperactive  or  impulsive  behaviors  reduced  by  drugs  (e.g., 

Ritalin).”*^  If  the  researchers  equated  nicotine  and  caffeine,  they  regarded  both 
substances  as  stimulant  drugs  that  could  be  used  to  treat  hyperactivity  through  their 
pharmacological  effects.  It  is  unlikely  that  they  did  equate  them,  however,  since  the  same 
researchers  had  2  years  earlier  demonstrated  that  nicotine  produces  a  much  more 
pronounced  stimulant  effect  than  caffeine.*^^ 

Philip  Morris  also  claims  that  this  document  proposed  a  study  on  hyperkinetic 
adults,  rather  than  children.  Nothing  in  the  available  documents  supports  this  claim.  The 
documents  mention  only  a  study  of  hyperkinetic  “children,”  whom  Philip  Morris 

Dunn  WL  (Hiilip  M(HTis  Inc.),  Smoker  Psychology/May  1-31, 1974  (Jun.  10, 1974),  in  141  Cong.  Rec. 

H7651  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Dunn  WL  (Hiilip  Morris  Inc.),  Smoker  Psychology/April  1-30, 1977  (May  13,  1977),  in  141  Cong. 

Rec.  H7657  (daily  ed.  JuL  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Mem<M:anduni  from  Scfaoii  TR  to  Duim  WL,  Smoking  and  Caffeine:  A  Comparison  of  Physiological 
Arousal  Effects  (May  17, 1992),  at  1-2.  See  AR  (VoL  15  Rrf.  189-7). 
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researchers  propose  to  identify  and  follow  to  establish  whether  they  become  smokers  in 
their  “teenage  years.” 

Second,  Philip  Morris  contends  that  the  context  of  a  statement  made  by  Helmut 
Wakeham  that  “nicotine  is  believed  essential  to  cigarette  acceptability”  refers  to  its  role  in 
taste  and  flavor.*^  TTie  full  text  of  this  document  contradicts  Philip  Morris’  aigument.  As 
explained  in  the  Jurisdictional  Analysis,  60  FR  41595,  eailier  in  Wakeham’s  presentation, 
he  described  the  pharmacological  effects  of  nicotine  on  smokers: 

(a)  Lx)w  nicotine  doses  stimulate,  but  high  doses  depress  functions. 

(b)  Continued  usage  develops  tolerance. . . . 

In  contrast  to  those  effects,  it  is  also  recognised  that  smoking 
produces  pleasurable  reactions  or  tranquility,  and  that  this  is  due  at  least  in 
part  to  nicotine,  and  not  entirely  to  the  physical  manipulations  involved  in 
smoking.*^^ 

Three  pages  later,  under  the  heading  “Controlled  Nicotine  in  Filler  and  Smoker,” 

Wakeham  says: 

Even  though  nicotine  is  believed  essential  to  cigarette  acceptability, 
a  reduction  in  level  may  be  desirable  for  medical  reasons. 

Problems: 

1 .  How  much  nicotine  reduction  will  be  acceptable  to  the 
smoker? 

2.  What  taste  difference  will  be  tolerated?*^ 

The  docun^nt,  on  its  face,  demonstrates  two  things:  (1)  Wakeham  believed  that 
nicotine  produced  pharmacological  effects  in  smokers;  and  (2)  the  problem  of  determining 

Wakeham  H  (Philip  Moiris  Inc.),  Tobacco  and  Health-R&D  Approach  (Nov.  15, 1%1),  at  43.  See 
AR(Vol.  125  Ref.  1314). 

Id.  at  40. 

74.  at  43. 
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the  level  of  nicotine  reduction  that  would  be  “acceptable  to  the  smoker”  is  separate  from 
the  problem  of  determining  what  taste  difference  would  be  tolerated.  Had  Wakeham 
believed  that  nicotine  is  essential  only  for  taste,  only  the  second  question  would  have  been 
relevent.  Instead,  he  recognized  that  a  reduction  in  nicotine  would  not  be  acceptable  to 
smokers  for  the  additional  reasons  he  had  already  spelled  out  that  nicotine  produces 
mood-altering  reactions  that  smokers  seek.  The  plain  language  of  the  document  thus  fails 
to  substantiate  Philip  Morris’  claim  that  Wakeham  believed  that  nicotine  is  essential  only 
for  taste.  As  in  many  other  tobacco  company  documents,  nicotine’s  role  in  taste,  if  it  is 
mentioned  at  all,  is  seen  as  secondary  to  its  pharmacological  role.  See  Jurisdictional 
Analysis,  60  FR  41772-41778. 

5.  Philip  Morris  argues  that  some  of  the  statements  cited  by  FDA  were  only 
Philip  Morris  researchers’  “premises”  and  “working  hypotheses”  or  even  the  hypotheses  of 
outside  researchers.  According  to  Philip  Morris,  these  statements  are  not  “facts”  or 
conclusions  based  on  data  and  are  therefore  irrelevant  to  intended  use. 

FDA  disagrees  that  these  consistent  statements  of  Philip  Morris  researchers  that 
people  smoke  to  obtain  the  pharmacological  effects  of  nicotine  are  irrelevant  to  Philip 
Morris’  intent  in  manufaauiing  and  marketing  cigarettes.  In  establishing  the  intended  use 
of  Philip  Morris’  tobacco  products,  the  premises,  hypotheses,  arid  beliefs  of  the  scientists 
whose  job  within  the  company  is  to  understand  the  motives  for  smoking,  and  who 
regularly  communicate  those  views  to  company  executives,  are  highly  relevant  Riilip 
Morris  and  other  tobacco  companies  contend  that  cigarettes  are  labeled  for  “pleasure,”  not 
pharmacological  effects,  and  that  nicotine  is  present  in  cigarettes  only  for  flavor.  On  this 
basis,  the  company  argues  that  cigarettes  are  not  intended  as  drugs  or  devices.  Nowhere, 
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however,  in  the  publicly  available  Philip  Morris  documents,  or  in  the  documents  produced 
by  Philip  Moms  in  this  proceeding,  do  their  scientists  put  forward  i  premise  or  hypothesis 
that  people  smoke  primarily  for  nicotine’s  flavor  and/or  any  other  nonpharmacological 
motive — ^much  less  communicate  such  a  view  to  company  executives.  The  evidence  in  the 
administrative  record  demonstrates,  instead,  that  during  the  entire  period  covered  by  those 
documents,  Philip  Morris  scientists  were  communicating  to  their  superiors  their  scientific 
opinion  that  nicotine’s  pharmacological  effects  are  the  primary  motivator  of  smoking 
behavior. 

6.  Philip  Morris  also  argues  that  its  researchers’  “hypotheses”  were  not 
ultimately  supported  by  the  results  of  their  research. 

FDA  disagrees  that  the  documents  show  that  the  major  premises  of  Philip  Morris 
scientists  concerning  the  role  of  nicotine  in  tobacco  use  were  disptoven.  These  premises 
center  on  the  scientists’  often  stated  belief  that  cigarette  smoking  is  reinforced  by  the 
pharmacological  effects  of  nicotine  on  the  brain.  In  fact,  this  premise  continued  to  be 
repeated  and  even  strengthened  over  the  period  of  research  refleaed  in  the  documents. 

For  example,  the  major  premise  of  a  1974  research  report  is  that  “the  smoking  habit  is 
maintained  by  the  reinfordng  effects  of  the  pharmacologically  active  components  of 
smoke.  A  corollary  to  this  premise  is  that  the  smoker  will  regulate  his  smoke  intake  so  as 
to  achieve  his  habitual  quota  of  the  pharmacological  action.”*^* 

Philip  Morris  attempts  to  use  this  research  report  in  support  of  its  claim  that  Philip 
Morris  scientists  failed  to  find  support  for  their  beliefs  that  people  smoke  to  obtain  the 

Philip  Morris  Research  Center,  Behavioral  Research  Annual  Report,  Part  II  (Nov.  1, 1974)  (approved 
by  Osdene  TS),  in  141  Cong.  Rec.  H7658,  H7660  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 
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pharmacological  effects  of  nicotine.  According  to  Riilip  Morris,  this  report  refuted  the 
compensation  theory.*'*^  Philip  Morris’  claim  that  its  researchers  refuted  their  major 
premises  fails  on  two  grounds.  First,  the  document  shows  that  Hiilip  Morris  researchers 
considered  the  compensation  theory  to  be  at  most  a  “corollary”  of  their  major  premise  that 
smoking  is  maintained  by  the  reinforcing  effects  of  nicotine.  Philip  Morris  makes  no 
attempt  to  show  that  the  major  premise  was  disproven.  Nor  could  it.  Philip  Morris 
conducted  one  of  the  earliest  definitive  studies  on  nicotine’s  reinforcing  effects  in  the  early 
1980’s,  well  before  similar  research  had  been  published  by  outside  scientists.  As  William 
Dunn  told  T.S.  Osdene,  Philip  Morris’  director  of  research,  the  company’s  research  made 
“it  quite  clear  that  nicotine  can  function  as  a  positive  reinforcer  for  rats.”*^^  As  described 
in  section  n.A.3.c.i.,  above,  the  ability  of  a  substance  to  function  as  a  “positive  reinforced’ 
in  animals  is  one  of  the  most  teUing  pieces  of  evidence  that  the  substance  will  be  addictive 
in  humans. 

Second,  both  the  1974  and  subsequent  research  reports  (through  and  including  the 
last  available  report  in  1980)  show  that  Philip  Morris  continued  to  believe  in,  and  test,  the 
compensation  theory,  using  ever  more  sophisticated  and  precise  methods.  I%ilip  Morris 
relies  on  a  statement  from  the  1974  report  in  which  the  researchers  note  that  previous 
attempts  to  show  conqpensation  by  analyzing  the  number  and  amount  of  cigarettes  smdced 
had  shown  positive  trends  but  not  convincing  evidence  that  the  smoker  regulates  intake  of 

‘"Compensation,”  as  described  in  sectitHi  IL  A7.L,  above,  describes  the  behavior  of  smokos  ^o  are 
given  cigarettes  with  mcxe  or  less  nicotine  than  their  usual  brands.  Data,  including  tobacco  industry  data, 
show  that  smokers  “conqpensate”  by  altering  their  smoking  bdiavior  (e.g.,  by  smt^ing  more  cigarettes  or 
smoking  each  cigarette  more  intensely)  to  obtain  dieir  customary  nicotine  intake. 

Dunn  WL  (Hiilip  Mmris  Inc.),  Plans  and  Objectives-1981  (Nov.  26, 1980),  in  141  C^ng.  Rec.  H7681- 
7682  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 
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nicotine.  Philip  Morris  omits  subsequent  statements  demonstrating  that  the  researchers 
have  not  “refuted”  the  compensation  theory,  but  have  merely  decided  to  take  a  new 
approach  to  establishing  compensation.  Following  the  statement  quoted  by  Philip  Morris, 
the  researchers  state  that  they  “question  whether  the  indices  of  intake  which  have  been 
investigated  to  date  are,  in  fact,  the  appropriate  indices  to  be  measuring.”*^  Instead,  they 
believe  that  new  evidence  suggests  that  compensation  may  be  accomplished  through  the 
inhalation  patterns  of  smokers: 

[OJbservations  [concerning  differences  in  how  smoke  is  inhaled  from 
smoker  to  smoker]  have  made  us  aware  of  a  heretofore  unnoticed 
mechanism  that  has  the  potential  of  affording  the  smoker  a  wide  latitude  of 
control  over  the  amount  of  smoke  he  brings  into  contaa  with  the 
absorption  sites.*^^ 

The  researchers  go  on  to  describe  a  new  series  of  experiments  designed  “to  systematically 

observe  the  inhalation  patterns  of  smokers”  and  thereby  determine  whether  compensation 

for  nicotine  is  occurring.*^  The  researchers  also  developed,  three  years  later,  a  new 

theoretical  model  to  explain  their  inability  up  to  that  point  to  demonstrate  compensation. 

Under  this  theory,  some  smoking  is  triggered  by  “deficits  or  surfeits  of  nicotine  (or  some 

unknown  smoke  components)”  and  some  by  external  stimuli: 

The  adoption  of  this  point  of  view  by  members  of  the  staff  will  lead  us  to 
recognize  that  apparent  failures  of  [the]  nicotine  compensation  model  may 
not  in  fact  be  failure  at  all  and  that  nicotine  compensation  is  a  real 
phenomenon  which  is  masked  by  the  fact  that  smokers  smoke  many 
cigarettes  out  of  habit  rather  than  need.^^^ 

***  Hiilip  M(MTis  Research  Center,  Behavioral  Research  Annual  Report,  Part  II  (Nov.  1,  1994),  in  141 
Cong.  Rec.  H7658, 7660  (daUy  ed  Jul.  25, 1995).  See  AR(Wol  14  Ref.  175a). 

^Id. 

Dunn  WL  (Philip  Morris  Inc.),  Behavioral  Research  Accomplishments-1977  (Dec.  19, 1977),  in  141 
C^ng.  Rec.  H7666-7667  (daily  ed.  Jul.  25, 1995)  (emphasis  added).  See  AR  (VoL  14  Ref.  175a). 
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The  Philip  Morris  research  reports  demonstrate  that  Philip  Morris  continued  to  attempt  to 
measure  inhalation  patterns  throughout  the  period  covered  by  the  reports,  and  that  the 
researchers  continued  to  believe,  and  sometimes  showed,  that  smokers  compensate  for 
nicotine.*^ 

Finally,  Philip  Morris  cites  a  small  number  of  minor  studies  in  the  Philip  Morris 
research  documents  in  which  the  researchers  did  not  find  discernible  effects  due  to 
siiK)king;  it  claims  that  these  show  that  Philip  Morris  failed  to  find  support  for  the  belief 
that  nicotine’s  pharmacological  effects  motivate  smoking.  The  apparent  failure  of  a  small 
fraaion  of  its  studies  to  demonstrate  particular  pharmacological  effects  from  nicotine 
cannot  obscure  what  is  evident  from  a  fair  reading  of  the  publicly  available  research  ' 
reports:  the  company’s  research  on  nicotine  demonstrated  that  nicotine  had  many 
significant  pharmacological  effects  on  smokers.  The  record  also  shows  that,  through  the 
period  covered  by  the  reports,  Philip  Morris’  emphasis  on  the  pharmacological 
motivations  for  smoking  increased  and  its  research  on  the  pharmacological  effects  of 
nicotine  grew  in  size  and  sophistication.  By  the  erd  of  that  period,  Philip  Morris  had 
successfully  established  that  nicotine  is  a  positive  reinforcer  in  rats,  that  it  produces 
psychoactive  effects  like  other  drugs  of  abuse,  that  it  produces  tolerance,  and  that  it  acts 

See,  e.g..  Letter  from  Dunn  WL  to  Schaditer  S  (Sep.  8,  1975)  (Philip  Morris  expects  inhalation 
patterns  **10  be  dose-regulating  mechanisms  of  remarkable  precision  and  sensitivity”),  in  141  Cong.  Rec. 

H7662  (daily  ed.  Jul.  25. 1995).  See  AR  (VoL  14  Ref.  175a). 

Diinn  WL  (Fliilip  Morris  Inc.),  Behavioral  Research  AccoTnplishmerUs-1977  (Dec.  19, 1977)  (“We  have 
. . .  [s]hown  that  we  can  distinguish  betweoi  [nicotine]  regulator  and  nomegulator  smokers  and  that  after 
being  deimved,  the  regulators  do  indeed  try  to  make  up  for  lost  intake”),  in  141  Cong.  Rec.  H7666  (daily 
ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

Duim  WL  (Hiilip  Morris  Inc.),  Plans  and  Objectives-1981  (Nov.  26, 1980),  in  141  C(Mig.  Rec.  H7681, 

H7683  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 
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centrally  in  the  brain.  These  are  the  standard  animal  tests  performed  by  pharmaceutical 
companies  and  public  health  organizations  to  establish  that  a  substance  is  aiidictive.  At 
this  time,  Philip  Morris  was  also  engaged  in  a  broad-based  study  of  the  effects  of  smoking 
and  nicotine  on  human  brain  wave  patterns  to  “identify  as  far  as  possible  the  neural 
elements  which  mediate  cigarette  smoking’s  reinforcing  actions.”*^’  The  record  thus 
contradicts  Philip  Morris’  claim  that  its  research  failed  to  bear  out  the  premise  that  people 
smoke  to  obtain  nicotine. 

7.  Philip  Morris  argues  that  FDA  has  mischaracterized  statements  of  Philip 
Morris  officials  in  several  company  documents  related  to  the  addictive  effects  of  nicotine 
and  cigarettes.  FDA  has  reviewed  the  statements  and  concluded  that  it  has  not 
mischaracterized  the  statements  that  it  relied  on. 

First,  in  the  Jurisdictional  Analysis,  60  FR  41607-41608,  FDA  cited  a  Philip 
Morris  study  on  a  smoking  cessation  campaign  in  Greenfield,  Iowa,  in  1969  as  evidence 
that  Philip  Morris  researchers  recognized  that  smoking  cessation  produces  a  withdrawal 
syndrome.  Philip  Morris  claims  that  its  study  did  not  conclude  that  nicotine  is  “addictive” 
and  that  the  study  showed  only  that  former  smokers  experienced  “transient . . .  common 
behavioral  mannerisms  such  as  eating  more,  tapping  their  fingers,  twiddling  their  thumbs, 
biting  their  lips,  chewing  on  matches,  or  feeling  ill-tempered.”*^  Philip  Morris  also  argues 
that  this  study  was  published  more  than  20  years  ago  and  therefore  is  not  “new”  evidence. 


*^’/i.atH7681. 

PhUip  Morris  Inc.,  Comment  (Jaa  2, 1996),  at  17.  See  AR  (VoL  519  Ref.  105). 


358 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45015 

II.C.6. 

FDA  believes  that  the  Philip  Morris  study  on  the  Iowa  “cold  turkey”  campaign 
provides  solid  evidence  that  Philip  Morris  knows  that  abstinence  from  smoking  produces  a 
significant,  long-term  withdrawal  syndrome.  As  discussed  in  seaion  ILA.3.,  above, 
withdrawal  is  recognized  as  one  of  the  characteristic  features  of  drug  dependence. 

Contrary  to  the  comment’ s  claim  that  the  study  revealed  only  mild  and  “transient” 
symptoms,  the  study  author,  a  Philip  Morris  researcher,  summarizes  the  symptoms  of 
those  who  quit  smoking  this  way: 

Even  after  eight  months  quitters  were  apt  to  report  having  neurotic 
symptoms,  such  as  feeling  depressed,  being  restless  and  tense,  being 
ill-tempered,  having  loss  of  eneigy,  being  apt  to  doze  off,  etc.  They 
were  further  troubled  by  constipation  and  weight  gains  which 
averaged  about  5  lbs.  per  quitter.*^* 

The  researcher  later  reports  on  the  worsening  of  health  symptoms  among  the 

quitters,  observing  that  their  “list  of  complaints  is  long  and  impressive.”*’^  The  author 

encapsulates  the  quitters’  experience  as  follows: 

This  is  not  the  happy  picture  painted  by  the  Cancer  Society’s  anti¬ 
smoking  commercial  which  shows  an  exuberant  couple  leaping  in 
the  air  and  kicking  their  heels  with  joy  because  they’ ve  kicked  the 
habit  A  more  appropriate  commercial  would  show  a  resriew, 
nervous,  constipated  husband  bickering  viciously  with  his  bitchy 
wife  who  is  nagging  him  about  his  slothful  behavior  and  growing 
waistline.^^^ 

Accordingly,  this  study  provides  evidence  that  Philip  Morris  knows  that  smokers  suffer 
significant  long-term  withdrawal  symptoms,  a  characteristic  feature  of  addictive 


Ryan  FJ  Morris  Inc.),  Bird-1:  A  Study  of  the  Quit-Smoking  Campaign  in  Greerfield,  Iowa,  in 

Conjunction  with  Movie.  Cold  Turkey  (Mar.  1971),  at  1.  (enqdiasis  added).  AR(VoL  390  Ref.  6394). 

“^W.at31. 

Id.  at  33  (en^hasis  added). 
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substances.  There  is  no  support  for  Kiilip  Morris’  contention  that  the  withdrawal 
symptoms  reported  in  this  study  are  not  comparable  to  withdrawal  symptoms  from  other 
drugs  that  produce  physical  dependence.  The  withdrawal  symptoms  reported  by  Philip 
Morris  include  many  of  the  same  changes  in  mood,  behavior,  and  physical  functioning 
identiHed  as  evidence  of  a  withdrawal  syndrome  for  all  drugs  that  produce  physical 
dependence.  They  are  the  same  symptoms  that  have  been  recognized  by  the  Surgeon 
General  and  other  public  health  organizations  as  evidence  that  nicotine  produces  a 
withdrawal  syndrome  and  physical  dependence.*^ 

Finally,  Philip  Morris’  claim  that  this  study  was  published  20  years  ago  is 
misleading.  The  material  quoted  in  the  Jurisdictional  Analysis  and  here  comes  principally 
from  an  internal  Philip  Morris  study  report  that  was  not  published.*^^  Another  version  of 
the  study  was  published,  in  which  the  quoted  material  was  omitted.*^ 

Philip  Morris  also  argues  that  FDA  “deliberately  mischaracterize[d]”  another  Philip 
Morris  document  in  which  Hiilip  Morris  acknowledges  both  nicotine  dependence  and  a 
withdrawal  syndrome  from  cigarette  deprivation.  FDA  notes  that  Philip  Morris  challenges 
only  the  use  of  the  statement  to  show  that  Philip  Morris  acknowledges  withdrawal;  Philip 
Morris  makes  no  claim  that  this  statement  does  not  acknowledge  nicotine  dependence. 

Surgeon  Genoa's  Rqport,  1988,  at  198-221.  See  AR  (VoL  129  Ref.  1592). 

American  Psychiatric  Associaticm,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 

(Washington  DC:  American  Psychiatric  Association,  1994),  at  244.  See  AR  (VoL  5  Ref.  46-1). 

Ryan  FJ  (Hiilip  Mcniis  Inc.),  Bird~l:  A  Study  of  the  Quit-Smoking  Campcdgn  in  Greenfield,  Iowa,  in 
Conjunction  with  Movie,  Cold  Turkey  (Mar.  1971).  See  AR  (VoL  21  Ref.  207).  ‘ 

**  Ryan  FJ  (Philip  Morris  Inc.),  (Told  turkey  in  Greenfield,  Iowa:  a  foUow-up  study,  in  Smoking 
Behavior:  Motives  and  Incentives,  ed.  Dunn  WL  (Washingum  DC:  VH  Winston  &  Sons,  1973).  See 
AR(VoL8Ret  105). 
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The  document  is  a  report  from  W.  L.  Dunn  to  T.  S.  Osdene,  vice  president  for 

research  and  development,  entitled,  “Plans  and  Objectives-1980.”  In  describing  the 

company’s  “Experimental  Psychology  Program,”  the  report  states  that  the  first  objective 

of  the  program  is  to  “gain  better  understanding  of  the  role  of  nicotine  in  smoking.”  The 

report  describes  one  of  its  approaches  to  this  objective  as  follows: 

Identification  of  two  smoking  population  subgroups,  one  of  which  has 
greater  nicotine  needs  than  the  other.  We  have  described  these  people  in 
the  past  as  compensators  and  noncompensators,  and  attempted  to  define 
them  by  their  consumption  changes  when  nicotine  deliveries  were 
moderately  shifted.  However,  we’ve  had  no  great  success  in  the . 
identification  to  date.  Now  we  may  have  two  extra  tools  to  use: 

Commercial  PM  cigarettes  of  ultra  low  tar  and  nicotine,  and  salivary 
nicotine  concentrations.  Others,  principally  at  Columbia  University,  have 
suggested  that  shifts  to  ultra  low  nicotine  cigarettes  produce  the  same  type 
of  psychological  stress  behaviors  as  quitting.  We  therefore  propose  a  shift  < 
study  in  which  smokers  are  shifted  to  an  ultra  low  brand,  and  the  key 
dependent  variable  becomes  the  presence  or  absence  of  the  withdrawal 
syndrome.  Those  who  show  evidence  of  nicotine  dependence  and  those 
who  do  not  can  then  be  used  to  test  our  hypotheses  on  the  relationship  of 
salivary  concentration  to  smoking  behavior. 

Philip  Morris  claims  that  this  statement  contains  no  acknowledgment  of  a  cigarette 
withdrawal  syndrome,  because  the  Philip  Morris  researchers:  (1)  found  no  support  for 
their  hypothesis  that  people  compensate  for  changes  in  nicotine  yield;  (2)  were  merely 
testing  hypotheses  proposed  by  outside  researchers;  and  (3)  were  referring  to 
psychological  stress  behaviors,  not  physiological  symptoms  when  they  spoke  of 
withdrawal. 

The  fiill  text  of  this  statement  fails  to  support  Philip  Morris’  strained  construction. 

The  obvious  purpose  of  the  statement  is  to  explain  that  the  researchers  intended  to  try  a 


Dunn  WL  (Miilip  Morris  Inc.),  Plans  and  Objectives-1980  (Jan.  7, 1980),  in  141  Cong.  Rec.  H7670, 
H7672  (daily  ed.  JnJ.  25, 1995)  (emiAasis  added).  See  AR  (VoL  14  Ref.  175a). 
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new  approach  to  identifying  “compensators”  and  “noncompensators,”  relying  on  evidence 
of  withdrawai/dependence.  The  researchers  are  clear  that  withdrawal  is  an  established 
syndrome  they  will  use  to  identify  compensators  and  noncompensators,  not  the  reverse. 

The  only  outside  hypothesis  mentioned  in  the  statement  is  the  notion  that  switching  to 
ultra-low  nicotine  cigarettes  can  be  used  to  induce  the  same  stress  behaviors  as  quitting. 

The  nwre  fundamental  notion  that  quitting  produces  a  withdrawal  syndrome  is  not  an 
outsider’s  hypothesis  but  a  clearly  accepted  premise  of  the  entire  approach.  Nothing  in 
the  statement  suggests  that  the  researchers  intend  to  test  an  “hypothesis”  that  quitting 
produces  withdrawal;  they  intend  to  use  this  accepted  fact  to  search  for  compensators  and 
noncompensators.  Finally,  there  is  no  evidence  in  the  document  to  support  Philip  Morris’ 
assertion  that  the  Philip  Morris  researchers  were  referring  to  psychological  stress 
behaviors,  not  physiological  symptoms. 

Philip  Morris  also  contends  that  FDA  inappropriately  charaaerized  a  Philip  Morris 
memo,  which  FDA  briefly  cited  in  a  footnote  to  the  Jurisdictional  Analysis,  as  indicating 
that  people  smoke  to  avoid  “withdrawal.”  According  to  Riilip  Morris,  the  memo  merely 
placed  cigarettes  in  the  same  category  as  alcohol,  tea,  coffee,  chewing  gum,  overeating, 
and  sex. 

Philip  Morris’  characterization  focuses  on  the  introduction  of  the  memo,  while 
ignoring  its  central  purpose.  TTie  actual  purpose  of  the  memo  is  to  propose  to  study  the 
question  of  why  people  continue  to  smoke  despite  “compelling  pressures  upon  the  smoker 
to  discontinue  the  behavior^’  and  to  “document  the  penalties  imposed  by  discontinuation  of 


362 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45019 

II.C.6. 

cigarette  smoldng.”*^  TTie  memo  offers  the  following  rationale  for  documenting  the 
“penalties”  of  discontinuation: 

The  literature  on  the  subject  cites  body  weight  gains  up  to  twenty  pounds. 

Constipation  has  been  cited  as  another  sequelae  (Ejrup,  1965),  as  well  as 

blisters  in  the  mouth.  Chessick  (1%4)  has  warned  against  the 

“neurovegetative  disequilibrium”  that  can  result  and  Masoni  (1%3) 

contends  that  some  may  not  be  able  to  stabilize  emotionally.  There  is 

anecdotal  and  lay  observation  of  lowered  efficiency  and  heightened 

irritability  upon  withdrawal.  We  know,  too,  that  in  periods  of  non-  , 

voluntary  deprivation,  as  in  concentration  camps  of  World  War  n,  the 

incentive  value  of  the  cigarette  exceeds  that  of  essential  foodstuff.*^’ 

The  acmal  text  of  the  memo  thus  demonstrates  clearly  that  Philip  Morris  has  knowledge  of 

significant  withdrawal  symptoms  associated  with  smoking  deprivation.  The  memo 

displays  no  skepticism  about  the  existence  of  the  cited  withdrawal  symptoms. 

8.  Philip  Morris  argues  that  reports  of  animal  research  conducted  in  its 

laboratories  by  Philip  Morris  researchers  Victor  DeNoble  and  Paul  Mele  do  not  conclude 

that  nicotine  is  addictive. 

The  reports  in  question  showed  that  Philip  Morris  had  established  that  nicotine 
functions  as  a  “positive  reinforcer'’  in  rats  (causes  them  to  seek  repeated  doses),  and  has 
other  psychoactive  effects  characteristic  of  addictive  substances.  See  Jurisdictional 
Analysis,  60  FR  41754-41758.  These  reports  also  showed  that  Philip  Mortis  conducted 
research  to  find  nicotine  analogues  (substitutes)  that  would  have  equal  or  greater 
reinforcing  and  psychoactive  effects  as  nicotine.  Id.  These  central  nervous  system  effects 
were  characterized  by  Philip  Morris  as  “desirable  properties”  of  nicotine  that  could  be 


Dunn  WL  (Miilip  Moms  Inc.),  Stating  the  Risk  Study  Problem  (Jul.  29,  1%9),  at  3.  See  AR  (VoL  15 
Ref.  189-6). 
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“enhanced”  as  a  result  of  nicotine  analogue  research.*®’  Finally,  these  research  reports 
showed  that  Philip  Morris  conducted  research  to  find  an  “optimum”  combination  of 
nicotine  and  acetaldehyde  (another  component  of  smoke)  that  had  “maximal  reinforcing 
effects.”**^’ 

FDA  disagrees  that  it  inappropriately  relied  on  these  studies.  FDA  did  not  cite 
these  documents  for  the  proposition  that  Philip  Morris  acknowledged  that  nicotine  is 
addictive.  FDA  cited  them,  appropriately,  as  evidence  that  Philip  Morris:  (l)had 
conducted  research  demonstrating  that  nicotine  is  a  positive  reinforcer,  one  of  the 
characteristic  features  of  addictive  substances;  and  (2)  understood  that  the 
pharmacological  effects  of  nicotine  were  essential  to  the  market  for  tobacco  products  and 
intended  to  offer  products  that  affect  the  central  nervous  system.  See  Jurisdictional 
Analysis,  60  FR  41750^1762. 

9.  Philip  Morris  states  that,  during  liis  tenure  at  Philip  Morris,  Virtor 
EleNoble  repeatedly  advised  his  colleagues  that  the  faa  that  a  substance  has  positive 
reinforcement  effects  does  not  mean  that  the  substance  is  “addictive.” 

FDA  agrees  that  animal  self-administration  does  not  alone  demonstrate 
conclusively  that  a  substance  will  be  addictive  in  humans.  As  D^oble  stated  in  his 
testimony  before  G)ngress,  however,  “[t]he  self-administration  study  is  a  classical 
hallmark  to  indicate  that  a  solution  or  drug  substance  has ...  the  potential  to  be  a  drug  of 


Charles  JL  Moiris  Inc.),  Nicotine  Receptor  Program-University  of  Rochester  (Mar.  18,  1980). 

5«eAR(VoL32Ref.532). 

DeNoble  VJ  (Philip  Morris  Inc.),  Project  Number  1610  (Behavior  Pharmacology)  Objectives  and 
Plans  1982-1983  (Jul.  20,  1982),  at  2.  See  AR  (VoL  345  Ref.  5443). 
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abuse  in  humans.”*“  As  described  earlier,  a  drug’s  abuse  liability  refers  to  its  potential  to 
cause  drug  dependence/addiction. 

As  described  in  section  n.A-3.c.,  above,  a  complete  screen  for  abuse  liability  also 
includes  studies  that  demonstrate  that  the  drug’s  reinforcing  effects  are  caused  by  its 
actions  in  the  central  nervous  system,  that  the  drug  has  psychoactive  effects,  that  the  dmg 
produces  withdrawal  and/or  tolerance.  Philip  Morris  research  also  demonstrated  that 
nicotine  has  each  of  these  properties.*^  These  results  distinguish  nicotine  from  such 
nonaddictive  substances  as  saccharin,  which  are  not  psychoactive. 

As  described  in  section  n.C.2!a.ii.,  above,  corporate  executives  were  informed  that 
Philip  Morris’  own  research  predicted  that  nicotine  would  be  a  dmg  of  abuse  in  humans. 

A  reasonable  manufacturer  with  this  information  should  have  foreseen  that  nicotine  was 
likely  to  be  addictive  in  humans. 

10.  Tobacco  industry  comments  challenge  the  reliability  of  a  report  submitted 
by  William  A.  Farone,  director  of  applied  research  at  Philip  Morris  from  1976  to  1984, 
entitled  “The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and 


Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce.  U.S.  House  of  Representatives.  103d  Cong. 

2d  Sess.  18  (Apr.  28, 1994)  (testimony  of  Victor  J.  DeNoble).  See  AR  (VoL  708  Ref.  2). 

See,  e.g.,  Dunn  WL  (Philip  Morris  Inc.),  Plans  and  Objectives-1980  (Jan.  7,  1980),  in  141  Cong.  Rec. 
H7668,  H7669  (daily  ed.  Jul.  25, 1995).  See  AR  (VoL  14  Ref.  175a). 

DeNoble  VJ  (Philip  Morris,  Inc.)  Nicotine  Program-Behavioral  Research  Laboratory  (Ajm:.  24, 1980), 
at  2.  See  AR  ( VoL  345  Ref.  5446). 

Ryan  FJ  (Philip  Morris  Inc.),  Bird-1:  A  Study  of  the  Quit-Smoking  Campaign  in  Greenfield,  Iowa,  in 
Conjunction  with  Movie,  Cold  Turkey  (Mar.  1971).  See  AR  (VoL  21  Ref.  207). 

DeNoble  VJ,  Mele  PC  (Hiilip  Morris  Inc.),  Development  of  behavioral  tolerance  following  chronic 
nicotine  administration  (unpublished  manuscript).  See  AR  (VoL  346  Ref.  5464). 
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Manufacture  of  Cigarettes:  A  Scientific  Perspective.”  In  this  report,  Farone  describes  the 
beliefs  of  Philip  Morris,  and,  in  some  cases  the  tobacco  industry,  concerning:  the  essential 
role  of  nicotine  in  tobacco  use;  research  conducted  by  the  industry  on  nicotine’s 
phannacological  effects;  and  techniques  used  by  the  industry  to  reduce  tar  while 
maintaining  an  adequate  level  of  nicotine.  Farone  bases  his  report  on  personal  knowledge, 
as  well  as  company  documents  and  published  literature.  The  tobacco  industry  argues 
generally  that  the  information  in  Farone’s  report  should  not  be  relied  upon  because:  (1) 
many  of  his  statements  about  Philip  Morris  or  the  industry  ate  not  supported  by 
documentary  evidence;  and  (2)  Farone  left  Hiilip  Morris  in  1984  and  therefore  does  not 
have  personal  knowledge  of  the  current  operations  of  die  company. 

Other  comments  argue  that  Farone’s  report  provides  additional  faaual  support  for 
the  conclusion  that  Philip  Monis  scientists  and  executives  understand  and  intend  that  the 
primary  role  of  nicotine  in  Philip  Morris’  products  is  to  provide  nicotine’s  pharmacological 
effects  to  consumers.  These  comments  also  argue  that  Viaor  DeNoble,  former  research 
scientist  for  Hiilip  Morris,  has  publicly  confirmed  the  accuracy  of  many  of  the  statements 
made  by  Farone.  Finally,  these  comments  argue  that  the  reliability  of  the  information 
'  provided  by  Faixme,  is  enhanced  by  its  consistency  with  the  sworn  testimony  of  the  former 
vice  president  for  research  and  development  for  Brown  &  Williamson. 

FDA  disagrees  with  the  tobacco  industry  comments  that  Farone’s  report  is  not 
reliable  evidence  relevant'to  establishing  the  intended  use  of  cigarettes.  Farone  was  a 
high-ranking  manager  within  I^iilip  Morris,  whose  responsibilities  gave  him  first-hand 
knowledge  of  the  information  presented  in  the  report  As  director  of  applied  research, 

Farone  supervised  five  research  divisions  with  a  total  of  150  employees,  mostly 
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professionals.  He  reported  directly  to  the  vice  president  for  research,  and  development  and 
regularly  met  with  other  senior  management  officials,  including  the  CEO  and  president  of 
Philip  Morris,  to  discuss  Philip  Morris  activities  related  to  basic  and  applied  research, 
product  and  process  development,  manufacturing,  and  results  of  test  marketing  of  new 
products.*^  He  was  thus  in  a  position  to  have  personal  knowledge  of  the  views  and 
activities  of  Phil^)  Morris  concerning  the  topics  discussed  in  his  report.  Thus,  the  fact  that 
he  does  not  cite  documentary  evidence  to  support  each  statement  in  the  report  is  irrelevant 
to  the  weight  to  which  the  report  is  entitled.*®^ 

The  fact  that  Farone  left  Philip  Morris  in  1984  also  provides  no  basis  to  consider 
his  report  irrelevant.  As  discussed  above  in  section  n.C.2.e.,  the  extensive  collection  of 
tobacco  company  statements  relied  on  by  the  agency  reflects  a  consistent  pattern  of 
tobacco  industry  views  spanning  three  decades.  These  statements  provide  evidence  of  the 
long-standing  knowledge  and  beliefs  of  tobacco  company  officials  that  cigarettes  are 
primarily  used  by  consumers  for  the  pharmacological  effects  of  nicotine.  Farone’ s 
statements  about  the  knowledge,  beliefs,  and  actions  of  the  tobacco  industry  are  entirely 
consistent  with  the  body  of  industry  statements  relied  on  by  the  agency,  adding  to  their 
credibility.  Moreover,  Farone’ s  statements  3^  consistent  with  the  recent  Philip  Morris 


Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  23-24.  See  AR  (VoL  638  Ref.  1). 

FDA  notes  that  Riilip  Morris  has  submitted  two  affidavits  from  current  employees  which  purport  to 
provide,  based  on  the  personal  knowledge  of  the  affiants,  information  about  the  measurement  of  nicotine 
levels  in  reconstituted  tobacco.  Neither  of  these  affidavits  cites  any  documentary  support  Thus,  I%ilip 
Morris  appears  to  believe  that  FDA  is  oatitled  to  rely  on  information  based  on  phonal  knowledge.  Hiilip 
Morris  Inc.,  Clomment  (Apr.  19, 1996),  at  appendix  3.  See  AR  (Vol.  700  Ref.  226). 
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document  concerning  Piojea  Table,*^  demonstrating  that  the  company’s  views  have  not 
changed  since  Farone  left  the  company. 

1 1 .  Tobacco  industry  comments  also  challenge  specific  statements  made  in 

Farone’ s  report.  FDA  addresses  those  comments  that  challenge  statements  cited  by  the 
Agency. 

The  tobacco  industry  contests  Farone’ s  statement  that  it  is  widely  believed  within 
the  tobacco  industry  that  nicotine  is  the  primary  reason  people  smoke.  The  industry 
argues  that  the  documents  cited  by  Farone  do  not  support  this  statement,  and  that  industry 
evidence  shows  that  consumers  do  not  smoke  cigarettes  “nearly  exclusively”  or  “solely” 
for  the  pharmacological  effects  of  nicotine.*®’ 

FDA  disagrees  with  these  comments.  As  described  above  and  in  sections 
ILC.6.a.u.  and  iii.,  below,  there  is  ample  support,  including  the  documents  cited  by 
Farone,  for  the  conclusion  that  tobacco  industry  officials  believe  that  people  use  tobacco 
primarily  to  obtain  the  pharmacological  effects  of  nicotine.  Moreover,  as  discussed  above, 

Farone’ s  position  and  responsibilities  within  Philip  Morris  were  such  that  the  statements 
based  on  his  personal  knowledge  may  be  considered  reliable  evidence.  Finally,  Farone’ s 
statement  is  corroborated  by  the  existence  of  dozens  of  similar  statements  by  Philip  Morris 
officials  in  other  documents  cited  in  section  n.C.2.a.i.,  above,  and  in  the  Jurisdictional 
Analysis.  5ee  60  FR  41584-41620. 


Hiilip  Mc»ris,  Inc.,  Draft  Rep(»t  Regarding  a  Proposal  fw  a  “Safer”  Cigarette,  Code-named  Table. 
See  AR  (VoL  531  Ref.  122). 

PhiUp  Morris  Inc.,  Comment  (Apr.  19, 19%),  at  57.  See  AR  (VoL  700  Ref.  226). 
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The  tobacco  industry  comments  present  no  contradictory  statements  or  other 
evidence  to  demonstrate  that  tobacco  industry  officials  do  not  believe  that  nicotine  is  the 
primary  reason  people  smoke.  Instead,  the  industry  argues  that  there  is  evidence  that,  in 
fact,  consumers  do  not  smoke  cigarettes  “solely”  or  “nearly  exclusively”  for  the 
pharmacological  effects  of  nicotine.  Tliese  comments  misconstrue  the  nature  of  the 
evidence  required  to  establish  intended  use.  The  statements  of  Farone  and  others  are 
properly  used  by  FDA  to  show  that  Philip  Morris  knows  that  consumers  use  cigarettes  for 
the  pharmacological  effects  of  nicotine.  This  knowledge  is  relevant  to  establishing  the 
company’s  intent  to  affect  the  structure  and  funaion  of  the  body.  See  21  CFR  201.128 
and  801.4.  In  establishing  intended  use  through  a  manufacturer’s  aaual  knowledge,  it  is 
not  necessary  for  the  Agency  to  show  knowledge  that  consumers  use  tobacco  nearly 
exclusively  for  its  pharmacological  effects.  Cf.  Action  on  Smoking  and  Health  v.  Harris, 

655  F.2d  236,  240  (D.C.  Cir.  1980)  (FDA  must  establish  nearly  exclusive  consumer  use 
for  pharmacological  effects  only  where  there  is  no  other  evidence  of  manufacturer’s 
intent). 

Moreover,  as  described  in  section  n.B.,  above,  the  scientific  evidence 
demonstrates  that  the  pharmacological  effects  of  nicotine  are  the  primary  motivation  for 
tobacco  use,  and  that  other  aspects  of  tobacco  use,  such  as  flavor,  are  secondary.  Indeed, 
the  data  show  that  tobacco  users  enjoy  the  flavor  of  tobacco  products  because  they  have 
come  to  associate  its  flavor  with  obtaining  the  pharmacological  effects  of  nicotine.  Thus, 
contrary  to  Philip  Morris’  comment,  even  though  not  necessary  to  establish  “intended 
use,”  the  evidence  shows  that  consumers  do  use  tobacco  products  nearly  exclusively  for 
the  pharmacological  effects  of  nicotine. 
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il  Comments  on  Spedfic  RJR  Statements  and  Research  Projects.  Like  Philip 
Morris,  RJR  argues  that  FDA  misused  statements  and  research  reports  by  RJR  officials 
that  the  Agency  relied  upon  as  evidence  that  RJR  officials  believe  that  consumers  use 
cigarettes  to  obtain  the  pharmacological  effects  of  nicotine.  FDA  has  reviewed  the 
statements  and  research  reports  in  context  and  concluded  that,  with  one  minor  exception, 
the  Agency  correctly  relied  upon  them. 

1 .  RJR  argues  that  the  1972  memorandum  by  Claude  Teague,  assistant 
director  for  research  at  RJR,*^  cited  by  FDA,  does  not  provide  evidence  of  the  intended 
use  of  cigarettes  because  Teague  was  only  presenting  a  “hypothesis”  to  stimulate 
discussion,  and  because  the  document  does  not  reflect  institutional  intent  RJR  focuses 
heavily  on  the  fact  that  one  of  the  quoted  paragraphs  and  a  few  other  phrases  in  the 
document  begin  with  “if’  or  otherwise  suggest  uncertainty. 

At  the  time  the  Jurisdictional  Analysis  was  published,  two  paragraphs  from  the 
memorandum  that  had  been  published  in  the  New  York  Times.  The  complete  nine-page 
memorandum  was  subsequently  submitted  to  the  Agency  in  a  comment  and  is  discussed 
above  in  section  n.C.2.b.L  The  fiill  document  demonstrates  that  RJR’s  assistant  vice 
president  for  research  asserted  as  fact,  not  hypothesis,  that  nicotine’s  pharmacological 
effects  are  the  primary  reason  people  smoke  and  that  cigarettes  are  nicotine  delivery 
systems.  Before  the  paragraph  that  begins  “If  nicotine  is  the  sine  qua  non  of  tobacco 
products,”  Teague  says: 


***  Teague  CE  (RJ.  Reynolds  Tobacco  Co.),  Research  Planning  Memorandum  on  the  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14, 1972),  at  1-2.  See  AR  (VoL  531 
Ref.  125). 
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Nicotine  is  known  to  be  a  habit-forming  alkaloid,  hence  the 
confirmed  user  of  tobacco  products  is  primarily  seeking  the 
physiological  “satisfaction”  derived  from  nicotine — and  perhaps 
other  compounds ....  Thus  a  tobacco  product  is,  in  essence,  a 
vehicle  for  delivery  of  nicotine,  designed  to  deliver  the  nicotine  in  a 
generally  acceptable  and  attractive  forai.  Our  industry  is  then  based 
upon  design,  manufacture  and  sale  of  attractive  dosage  forms  of 
nicotine. . . 

The  actual  text  of  the  document  thus  flatly  contradicts  RJR’s  claim  that  Teague  was 
making  “suppositions”  about  nicotine  that  were  “very  tentative.”*^®  He  was,  instead, 
stating  as  established  fact  that  people  smoke  for  the  pharmacological  effects  of  nicotine. 

The  later  statement,  “If  nicotine  is  the  sine  qua  non  of  tobacco,”  is  thus  not  an 
“hypothesis”  but  a  rhetorical  device  to  encapsulate  the  author’s  previously  expressed 
position. 

2.  In  the  Jurisdictional  Analysis,  FDA  relied  upon  the  statements  of  RJR 
researchers  in  published  papers  that  many  of  the  most  important  effects  of  smoking  cited 
by  smokers  as  the  reasons  they  smoke  are  the  pharmacological  effects  of  nicotine.  RJR 
argues  that  none  of  the  papers  asserts  that  the  pharmacological  effects  of  nicotine  are  the 
most  important  reason  for  smoking,  and  that  the  papers  also  refer  to  the  role  of 
nonpharmacological  effects  in  smoking  behavior.  RJR  also  contends  that  these  papers  do 
not  show  that  consumers  use  tobacco  nearly  exclusively  for  its  pharmacological  effects. 

FDA  disagrees.  A  fair  reading  of  these  studies  indicates  that  the  authors  view 
nicotine  as  playing  a  far  more  significant  role  in  smoking  nK)tivation  than  other, 
nonpharmacological  motives. 

R.J.  Reynolds  Tobacco  Co.,  Commait  (Jan  2, 1996),  at  30.  See  AR  (VoL  519  Ref.  103). 
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For  example,  a  paper  published  in  1991  refers  to  the  fact  that  some  smokers  report 
that  they  smoke  to  increase  their  mental  alertness,  while  others  smoke  to  calm  their 
moods;  the  paper  attempts  to  prove  that  both  sets  of  motives  Can  be  attributed  to  the 
effects  of  nicotine  on  different  hemispheres  of  the  brain.*^*  The  study  demonstrated  that 
smoking  produced  EEG  effects  in  different  hemispheres  of  the  brain,  depending  on  the 
depth  of  inhalation,  leading  the  researchers  to  conclude  that  ‘'light  inhaling . . .  smokers 
may  smoke  primarily  for  purposes  of  mental  activation  and  performance  enhancement” 
while  “an  important  motive  for  deep  inhaling  smokers  might  be  anxiety  reduction.”*^^ 
Nonpharmacological  motives  for  smoking  are  not  mentioned  at  all.  In  studies  where  they 
are  mentioned,  RJR  researchers  never  claim  that  nonpharmacological  motives  are  more 
important  to  the  smoker  than  nicotine. 

RJR’s  contention  that  its  published  studies  do  not  demonstrate  “nearly  exclusive 
consumer  use”  of  cigarettes  for  pharmacological  effects  does  not  diminish  their  relevance 
to  establishing  intended  use.  Tliese  studies  were  designed  by  RJR  to  examine  the  effects 
of  smoking  on  the  human  brain  and  on  behavior,  not  to  quantify  consumer  use.  The.se 
studies  are  properly  used  by  FDA  to  show  that  RJR  knows  that  consumers  use  cigarettes 
for  the  pharmacological  effects  of  nicotine.  A  manufacturer’s  actual  knowledge  is  relevant 
to  establishing  the  intended  use  of  these  products  to  affea  the  structure  and  function  of 
the  body.  See  21  CFR  201.128  and  801.4.  Moreover,  when  the  evidence  of  tobacco 
manufaaurer’s  statements,  research,  and  actions  demonstrates  that  their  products  are 

Pritchard  WS  (R.J.  Reynolds  Tobacco  Co.),  Electroencephalogrt^hic  effects  of  dgaiette  smoking, 
Psychopharmacology  1991;  104:485-490.  See  AR  (VoL  3  Ref.  23-2). 

*^W.at488. 
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actually  intended  to  affect  the  stnicture  or  function  of  the  body,  it  is  not  necessar)^  for  the 
Agency  to  show  that  consumers  use  tobacco  nearly  exclusively  for  its  pharmacological 
effects.  Some  courts  have  suggested  such  a  showing  could  be  required,  but  only  where 
there  is  no  other  evidence  of  the  intended  use  and  FDA  is  relying  exclusively  on  actual 
consumer  use.  Action  on  Smoking  and  Health  v.  Harris,  655  F.2d  236,  240  (D.C.  Cir. 

1980).  The  “nearly  exclusive”  consumer  use  standard  is  inapplicable  in  the  context  of 
direct  evidence  of  manufacturers  intent.  See  sections  II.B.1.,  above,  and  II.E.1.,  below. 

3.  In  the  Jurisdictional  Analysis,  60  FR  41601,  FDA  stated  that  attorneys  for 
RJR  had,  in  a  court  filing,  described  the  following  pharmacological  “benefits”  of  smoking: 

“satisfaction;  stress  reduction;  relaxation;  stimulation;  aided  concentration;  increased 
memory  retention;  alleviation  of  boredom  and  fatigue;  avoidance  of  loss  of  vigilance  in 
repetitive  and  sustained  tasks.”*’^  RJR  argues  that  FDA’s  use  of  this  litigation  response 
was  misleading  because:  (1)  the  listed  benefits  were  only  those  reported  by  smokers  or 
the  literature,  and  were  not  subscribed  to  by  RJR;  (2)  FDA  omitted  from  the  quote 
benefits  that  were  not  pharmacological;  and  (3)  the  listed  benefits  were  not  characterized 
by  RJR  as  “pharmacological”  or  “significant,”  and  are  likely  due  to  other  aspects  of 
smoking,  including  the  sensory  aspects.  RJR  also  states  that  even  if  some  of  the  benefits 
quoted  by  FDA  “are  in  some  sense  pharmacological,”  the  litigation  response  is  not 
evidence  of  intended  use. 


Reply  to  Interrogatories,  Gilboy  v.  American  Tobacco  Co.  et  al..  No.  314002  (La.  DisL  Cl).  See  AR 
(Vol.  15  Ref.  194-1).  FDA  notes  that  Lorillard  has  not  contested  FDA’s  reliance  on  a  similar  court  filing 
by  Lorillard  in  Covert  v.  Lorillard  et  al..  No.  88-1018-B  (M.D.U).  See  AR  (VoL  15  Ref.  194-2). 
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FDA  disagrees  that  its  use  of  the  company’s  statements  in  litigation  was  misleading 
or  that  the  statements  fail  to  provide  evidence  of  intended  use.  The  statement  filed  in 
court  by  RJR  was  used  as  evidence  that  RJR,  speaking  as  a  corporation^  knows  that 
consumers  use  tobacco  for  its  pharmacological  effects.  The  knowledge  of  a  manufacturer 
that  its  product  is  used  for  pharmacological  effects  provides  objective  evidence  of  intent  to 
affect  the  structure  and  function  of  the  body.  The  fact  that  RJR  was  repeating  benefits 
reported  by  consumers  does  not  in  any  way  undercut  FDA’s  reliance  on  the  quote:  RJR’s 
awareness  of  how  consumers  use  its  produa  is  highly  relevant.  The  faa  that  the  original 
quote  included  two  nonpharmacological  “benefits”  of  smoking  similarly  fails  to  diminish 
the  relevance  of  the  quote.  When  it  has  been  established  that  a  manufacturer  intends  that 
its  produa  be  used  for  a  pharmacological  purpose,  FDA’s  jurisdiction  is  not  defeated 
by  a  showing  that  the  manufaaurer  also  intends  the  produa  to  be  used  for  other, 
nonpharmacological  purposes.  Guardian  Chemical  Corp.,  410  F.2d  at  162-163. 

Finally,  while  RJR  did  not  explicitly  characterize  the  benefits  as  pharmacological  in 
this  particular  filing,  RJR  scientists  have  published  reports  demonstrating  that  the  company 
knows  that  these  “benefits”  of  tobacco  are  due  to  the  pharmacological  effects  of  nicotine. 

In  one  paper,  for  example,  RJR  scientists  reported  on  a  study  whose  purpose  was  to 
isolate  the  psychopharmacological  effects  of  nicotine  from  the  effects  of  other  aspects  of 
the  cigarette: 

Anxiety  relief  and  improved  mental  alertness  are  two  of  the  benefits 
of  smoking  commonly  reported  by  smokers  as  their  reason  for 
smoking ....  [The  study  results]  indicate  that  the  beneficial  effects 
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of  smoking  on  cognitive  performance  . . .  are  a  function  of  nicotine 

absorbed  from  cigarette  smoke  upon  inhalation.^^* 

Thus,  RJR  scientists  characterize  the  very  effects  that  the  corporation  listed  in  the  pleading 
as  nicotine’s  pharmacological  effects. 

4.  RJR  chaUenges  FDA’s  use  in  the  Jurisdictional  Analysis  of  the  statement  of 
its  former  CEO,  F.  Ross  Johnson,  in  response  to  a  question  from  a  reporter  about  whether 
tobacco  is  addictive:  “Of  course  it’s  addictive.  That’s  why  you  smoke  the  stuff.”*’’  RJR 
argues  that  this  statement  is  not  evidence  of  intent  because,  as  Johnson  “explained”  in  a 
subsequent  letter  to  the  reporter,  he  used  the  term  “addictive”  not  in  the  “technical”  sense, 
but  as  an  expression  of  the  “common  experience  that  some  people  find  it  hard  to  quit 
smoking,  and  so  continue  to  smoke.”*’®  RJR  also  argues  that  Johnson’s  statement  should  ^ 
not  be  attributed  to  RJR  because,  at  the  time  he  made  it,  he  was  no  longer  employed  by 
RJR,  and  “there  is  no  indication  that  Johnson’s  comment  reflected  anything  he  learned  or 
observed”  at  RJR.*” 

The  arguments  put  forward  by  RJR  for  discounting  the  statement  of  its  former 
CEO  are  not  persuasive.  It  is  doubtful  that  the  former  CEO  of  a  tobacco  company  would 


Robinson  JH,  Pritchard  WS,  Davis  RA  (R-J.  Reynolds  Tobacco  Co.),  Psychophannacological  effects  of 
smoking  a  cigarette  with  typical  “tar”  and  carbon  monoxide  yields  but  minimal  nicotine. 
Psychopharmacology  1992;108:466-472,  at  471  (emphasis  added.).  5ee  AR(VoL  11  Ref.  129-3). 

See  also  Pritchard  WS  (R.J.  Reynolds  Tobacco  Co.),  Electroencephalographic  effects  of  cigarette  smoking. 
Psychopharmacology  1991;104:485-490  (presenting  evidence  that  both  mental  alenness  and  anxiety 
reduction  are  a  function  of  nicotine’s  ^ects  on  differoit  parts  of  the  brain).  See  AR  (VoL  3  Ref.  23-1). 

Shapiro  E,  Big  spender  finds  new  place  to  spend.  Wall  Street  Journal  (OcL  6, 1994).  See  AR  (VoL  21 
Ref.  230). 

R.J.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 1996),  at  21.  See  AR  (Vol.  519  Ref.  103). 
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State  that  tobacco  is  “addictive”  without  foreseeing  that  he  would  be  understood  to  mean 
the  term  in  its  “technical”  sense.  The  further  suggestion  that  the  statement  did  not  reflect 
Johnson’s  knowledge  while  at  RJR  is  similarly  unconvincing. 

5.  RJR  argues  that  FDA  inconectly  stated  that  a  particular  research  article*’* 
found  that  tobacco  users  report  “craving.”  FDA  has  reviewed  the  article  in  question  and 
agrees  with  the  comment  that  it  does  not  clearly  find  that  smokers  report  craving. 

iii  Comments  on  Specific  Brown  &  Williamson  Statements  and  Research 
Projects.  In  the  Jurisdictional  Analysis,  FDA  cited  over  75  Brown  &  Williamson  and 
BATCXD  documents  to  demonstrate  the  cigarette  manufacturer’s  knowledge  that  cigarettes 
produce  significant  pharmacological  effects,  including  causing  and  sustaining  addiction, 
and  are  used  by  smokers  for  these  effects.  FDA  also  cited  a  substantial  number  of 
documents  from  Brown  &  Williamson’s  affiliate.  Imperial  Tobacco,  and  from  American 
Tobacco,  a  company  with  which  Brown  &  Williamson  recently  merged.  Although  Brown 
&  Williamson  makes  a  general  assertion  that  the  Agency  has  mischaracterized  these 
documents,  the  company  makes  no  attempt  to  refute  FDA’s  specific  characterizations  of 
the  vast  majority  of  the  Brown  &  Williamson  documents  cited  by  FDA.  The  Agency 
believes  that  these  documents  speak  for  themselves  and  fully  support  its  conclusion  tiiat 
Brown  &  Williamson  intends  cigarettes  to  affect  the  structure  and  function  of  the  body. 

With  respect  to  the  few  Brown  &  Williamson  documents  regarding  nicotine 
pharmacology  that  the  company  does  specifically  address,  FDA  has  reviewed  the 
company’s  comments  and  concludes  that  the  company’s  statements  and  research  were 

*’*  Robinson  JH,  Pritchard  W,  The  role  of  nicotine  in  tobacco  use.  Psychopharmacology  1992;  108:395- 
405.  AR(Vol.  14  Ref.  175). 
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properly  characterized  in  the  Jurisdictional  Analysis.  These  comments  and  FDA’s 
responses  are  presented  below. 

1 .  FDA  relied  on  a  large  number  of  statements  ftom  researchers  and  high-ranking 

officials  of  Brown  &  Williamson  and  B  ATCD  acknowledging  that  nicotine  is  addictive. 

Brown  &  Williamson  makes  a  general  argument  that  none  of  the  statements  by  BATCX) 
employees  about  addiction  is  attributable  to  Brown  &  WilKamson,  because  their  employees 
were  merely  reciting  language  from  government  and  other  external  sources.  The  con^my 
provides  only  one  example  to  support  this  contentionL  FDA  quoted  from  a  speech  by  Charles 
Ellis,  the  science  advisor  to  BATCO’s  Board  of  Directors,  in  which  he  told  an  audience  of 
tobacco  industry  officials:  “smoking  is  a  habit  of  addiction . . .  According  to  the 
comment,  Ellis’  “terminology  mirrored  virtually  identical  phrases  used  by  die  Royal  College  of 
Physicians  three  months  earlier . . .  [and]  does  not  support  any  conclusion  about  his  own 
views.”**®  Brown  &  Williamson  also  makes  a  baffling  argument  that  the  Surgeon  General  two 
years  later  determined  that  smoking  was  a  “habit”  rather  than  an  “addiction”  and  that  the 
Surgeon  General’s  determination  “clearly  trumps  the  earlier  inqprecise  language  quoted  by 
FDA.” 

FDA  has  reviewed  the  full  text  of  Ellis’  speech  and  finds  no  support  for  Brown  & 

Williamson’s  contention  that  Ellis  ivas  merely  reciting  the  views  of  the  Royal  College;  in  the 
quoted  passage,  Ellis  is  clearly  stating  his  own  views.  FDA  is  similarly  unable  to  conclude  that 
the  1964  determination  of  the  U.S.  Surgeon  General  transformed  Ellis’  assertion  two  years 

Ellis  C  (BATCO),  The  smc^dng  and  health  problem,  in  Smoking  and  Health-Policy  on  Research,  Research 
Coofercnce,  Southan4)ton,  England  (1962),  at  4.  See  AR  (Vd.  21  Re£  220). 

Brown  &  Williamson  Tobacco  Corp.,  Comment  (Jan.  2,  1996),  at  27.  See  AR  (VoL  529  Ref.  104). 
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eadier  that  “smoking  is  a  habit  of  addiction’*  into  the  statonent  that  it  is  sinq)ly  a  habit. 

Because  Brown  &  Williamson  provktes  no  evktence  that  other  statements  of  its  offidals 
concerning  the  addictive  propeities  of  nicotine  were  not  their  own  views,  and  the  docum^its 
themselves  do  not  suppoit  such  a  conclusion,  FDA  finds  no  basis  to  disr^aid  those 
statements. 

2.  Brown  &  Williamson  also  challenges  FDA’s  reliance  on  a  report  entitled,  “A 
Tentative  Hypothesis  on  Nicotine  Addiction,”  arguing  that  it  was  not  written  by  tobacco 
cotipuiy  researchers,  reports  no  data,  and  is  “nothing  more  than  speculatiotL”^^^ 

The  report  in  question  was  sent  to  B  ATCX)  by  the  Battelle  scientists  who  were  doing 
contraa  work  for  B  ATCX)  on  nicotine  pharmacology,  among  oth^  things,  and  contains  their 
hypothesis  of  the  mechanism  by  whidi  smokers  become  addicted  to  nicotine.  While  the 
documrait  hypothesizes  as  to  the  mechanism  of  addiction,  it  treats  the  existence  of  nicotine 
addiction  as  a  foct,  not  hypothesis.  For  exan^le,  after  hypothesizing  that  when  smokers  are 
deprived  of  nicotine,  their  endocrine  systems  become  unbalanced,  the  report  says:  “[a]  body 
left  in  this  unbalanced  status  craves  for  renewed  drug  intake  in  order  to  restore  the 
physiological  equilibrium.  This  unconscious  desire  explains  the  addiction  of  the  individual 
to  nicotine.”**^ 

A  copy  of  the  report  was  sent  by  Charles  Ellis  to  Addison  Yeaman,  the  general 
counsel  of  Brown  &  Williamson.  Accordingly,  this  document  provides  evidence  that 


••Wj.at29. 

Haselbacb  C,  Libert  O,  A  Tentative  Hypothesis  on  Nicotine  Addiction  (May  30, 1963),  at  2.  See  AR 
(VoL  20  Ref.  197-1). 


378 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45035 

II.C.6. 

company  executives  had  knowledge  that  nicotine  is  addictive.**^  Indeed,  shortly 
thereafter,  Yeaman  wrote  a  memo  in  which  he  accepted  the  view  that  nicotine  is  addictive, 
and  concluded,  “[w]e  are,  then,  in  the  business  of  selling  nicotine,  an  addictive  dmg.”**^ 

3.  A  comment  from  Brown  &  Williamson  argues  that  FDA  has  distorted  its 
nicotine  research  by  not  recognizing  that  the  research  failed  to  confirm  the  hypotheses  of 
its  researchers.  In  support  of  this  argument.  Brown  &  Williamson  offers  only  one 
example.  According  to  the  comment,  the  results  of  “Projea  HIPPO”  failed  to  support  its 
hypotheses. 

The  example  put  forward  by  Brown  &  Williamson  does  not  establish  that  FDA 

distorted  Brown  &  Williamson  nicotine  research.  First,  Brown  &  Williamson  fails  in  its 

attempt  to  show  misuse  of  the  research  project.  Second,  FDA  relied  on  dozens  of  Brown 

&  Williamson  documents  reflecting  over  thirty  years  of  research,  the  vast  majority  of 

which  Brown  &  Williamson  does  not  challenge. 

Project  HIPPO  consisted  of  a  series  of  studies  conunissioned  in  the  early  1960’s  by 

BATCO  to  investigate  the  role  of  nicotiiw  in  why  people  smoke,  and  specifically  to 

compare  the  effects  of  nicotine  with  those  of  tranquilizers,  which  were  perceived  as 

marketplace  competition  for  tobacco: 

The  aim  of  the  whole  research  “HIPPO”  was  to  understand  some  of 
the  activities  of  nicotine — those  activities  that  could  explain  why 


Letter  from  Ellis  C  to  Yeaman  A  (Brown  &  Williamson)  (Jun.  28, 1963).  See  AR  (VoL  14 
Ref.  165-2). 

Yeaman  A  (Brown  &Williams<mX  Implications  of  Battelle  Hippo  I  and  II  and  the  Griffith  Filter 
(JuL  17, 1963),  at  4.  See  AR  (VoL  21  Ref.  221).  Brown  &  Williamson  {wotests  FDA’s  use  of  this 
document,  claiming  that  it  was  stolen  from  Brown  &  Williamson  and  is  privileged.  FDA  does  not  believe 
that  this  document  can  be  considered  confrdeatial,  having  been  published  in  newspapers  and  other  media 
throughout  the  United  Stales  and  made  available  to  the  public  widiout  limitatitm  by  the  University  of 
Clalifomia. 
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cigarette  smokers  are  so  fond  of  their  habit.  It  was  also  our 
purpose  to  compare  these  effects  of  the  new  drugs  called 
“tranquillizers”  which  might  supersede  tobacco  habits  in  the  near 
future.**^ 

Coittrary  to  the  position  taken  by  Brown  &  Williamson,  Project  HIPPO’S  authors  reported 
that  they  were  successful  in  demonstrating  that  nicotine  was  superior  to  tranquilizers  in 
certain  ways: 

Our  investigatKMi  definitely  shows  that  both  kinds  of  drugs 
act  quite  differently,  and  that  nicotine  may  be  considered ...  as 
more  “beneficial” — or  less  noxious — than  the  new  tranquillizers, 
from  some  very  important  points  of  view. 

The  so-called  “beneficial”  effects  of  nicotine  are  of  two  kinds: 

1.  Enhancing  effect  on  the  pituitary-adrenal  response  to  stress; 

2.  Regulation  of  body  weight” 

Although  the  researchers  did  not  show  that  nicotine  acted  through  certain  hypothesized 
biochemical  mechanisms,  the  documents  demonstrate  that  this  was  not  the  central  purpose 
of  the  research.  Thus,  Project  HIPPO  successfully  demonstrated  to  BATCO  that  nicotine 
has  two  significant  pharmacological  effects  on  tobacco  users:  it  acts  like  tranquilizers  in 
helping  them  respond  to  stress,  and  it  regulates  body  weight. 

4.  A  comment  from  a  public  health  organization  pointed  out  a  number  of 
additional  statements  in  BATCO  and  Brown  &  Williamson  internal  documents 
acknowledging  the  importance  of  nicotine’s  pharmacological  effects  to  use  of  tobacco 
products.**^  For  example,  the  comment  provided  a  copy  of  a  handwritten  note  by  S.  J. 

Green,  the  long-time  direaor  of  research  and  a  board  member  at  BATCO,  in  which  Green 

***  Haselbacfa  CH,  Libert  O,  Final  Report  on  Project  HIPPO  II  (Mar.  1963),  at  1.  See  AR  (VoL  64 
Ref.  321). 

Id.  at  2  (emphasis  added). 

American  Society  of  Addictkm  Medicine,  Comment  (Dec.  29, 1995),  at  3.  See  AR  (VoL  528  Ref.  97). 
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says  that  “[t]he  strong  addiction  to  cigaiette[s]  removes  freedom  of  choice  from  many 
individuals.”***  The  comment  also  provided  a  copy  of  a  1978  BATCO  document  that 
forecast  developments  in  technology  that  could  be  used  to  produce  current  cigarette 
products.  The  author  defined  ‘"a  finished  smoking  material”  as  having  the  following 
purposes:  “[t]o  generate  smoke,  taste,  and  pharmacological  effect.”**’ 

:  FDA  agrees  that  many  of  the  statements  to  which  the  comment  draws  attention 
I»rovide  additional  support  for  the  determination  that  Brown  &  Williamson  knows  that 
tobacco  produces  pharmacological  effects  on  consumers,  including  addiction,  and  that 
consumers  smoke  cigarettes  to  sustain  addiction  and  for  other  pharmacological  effects, 
iv.  Other  Comments. 

1 .  Tobacco  industry  comments  argue  that  the  evidence  compiled  by  FDA  of  a 
massive  industry  research  enterprise  on  nicotine  pharmacology  is  irrelevant  to  the  intended 
use  of  the  industry’s  products.  The  comments  contend  that  the  industry  condiK^ted  this 
research  to  understand  and  improve  its  products,  to  compare  the  pharmacology  of  new 
cigarettes  with  that  of  other  cigarettes,  to  be  prepared  for  government  restrictions  (Xi 
tobacco  products,  and  to  respond  to  consumer  preferences.  The  comments  also  argue 
that  the  kind  of  research  conducted  by  the  industry  was  also  being  done  by  outside 
researchers  and  repotted  in  the  public  domain.  Thus,  according  to  the  comments,  such 
research  need  not  be  related  to  the  interests  of  manufacturers.  For  these  reasons. 


Notes  of  Green  SJ  (1978).  See  AR  (Vol.  528  Ref.  97,  appendix  18). 

Kilbum  KD  (BATCO),  A  Technological  Forecast  of  the  Future  of  Tobacco  Processing  (OcL  16, 
1978),  at  60.  AR  (VoL  258  Ref.  3524). 
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according  to  the  conaments,  the  industry’s  research  is  not  evidence  of  intent  to  affect  the 
structure  and  function  of  the  body. 

FDA  disagrees  that  the  industry’s  extensive  and  sophisticated  research  into 
nicotine’s  (dsmiacc^igical  effects  is  irrelevant  to  the  intended  use  of  the  products.  This 

i  i; 

research  establishes  tiiat  the  industry  has  actual  knowledge  that  nicocine  has  powerful 
pharmacological  eflects  and  that  consumers  use  tobacco  to  obtain  tiiose  effects. 

“Objective  inient”  to  affect  the  structure  or  function  of  the  body  may  be  est!d)lished  by  a 
manufacture's  “knowledge  of  facts  that  would  give  him  notice  that  a  device  introduced 
into  interstate  cormneice  by  him  is  to  be  used  for  conditions,  purposes,  or  uses  other  than 
the  ones  for  which  he  offers  it.”  21 CFR  201.128  and  801.4. 

The  argument  that  other  researchers  conducted  and  published  nicotkie  research 
similar  to  tksa  conducted  by  the  tobacco  industry  fails  to  provide  an  adequate  basis  to 
disregard  the  industry’s  research  as  evidence  of  intent.  Although  there  may  midoubtedly 
be  other  motives  for  this  kind  of  research,  tlie  industry’s  own  documents  establishes  that 
their  motive  is  direcdy  related  to  providing  an  adequate  dose  of  nicotine  the 
pharmacologically  active  ingredient  in  tobacco. 

In  its  comments.  Brown  &  Williamson  even  acknowledges  that  some  of  BATCO’s 
most  significant  nicotine  research  was  conducted,  not  because  of  outside  pressure,  but 
because  Charles  Ellis,  senior  scientific  advisor  to  B  ATCO,  believed  that  an  alternative 
cigarette  that  provided  only  a  nicotine  aerosol  could  satisfy  smokers  and  because  he 
wanted  to  identify  the  “beneficial  properties  of  nicotine.”*^  Indeed,  as  described  in  the  • 

Brown  &  Williamson  Tobacco  Corp.,  Comment  (Jaa  2, 1996),  at  23.  See  AR  (VoL  529  Ref.  104). 
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Jurisdictional  Analysis,  Ellis  believed  that  the  research  was  critical  “to  elucidate  the  effects 
of  nicotine  as  a  beneficent  alkaloid  drug”*’*  and  because  “we  are  in  a  nicotine  rather  than  a 
tobacco  industry.”*’^  5gea/so  Jurisdictional  Analysis,  60  FR  41621-41640.  Industry 

documents  further  show  that  the  research  was  not  merely  exploratory,  but  was  intended  to 

« 

be  used  in  product  development.*’^ 

None  of  the  additional  motives  claimed  by  the  industry  for  its  nicotine  research  are 
inconsistent  with  FDA’s  finding  that  the  research  was  conducted  because  the  industry 
believes  people  use  tobacco  to  obtain  the  pharmacological  effects  of  nicotine,  and  wanted 
to  gather  inforaiation  about  nicotine  how  to  ensure  that  tobacco  products  provide  an 
adequate  dose  of  nicotine.  Each  of  the  motives  listed  by  the  industry  logically  coexist  with 
the  industry’s  belief  that  consumers  use  tobacco  for  its  pharmacological  effects.  Indeed, 
most  of  the  proffered  explanations  themselves  strongly  suggest  that  the  industry  believes 
that  the  pharmacological  effects  of  nicotine  are  central  to  the  success  of  its  products.  For 
example,  the  most  obvious  explanation  for  a  company’s  decision  to  compare  the  nicotine 
pharmacokinetics  of  a  new  cigarette  with  that  of  existing  cigarettes  is  that  the  company 
believes  that  the  pharmacological  effects  of  nicotine  are  important  to  the  success  of  the 
new  product. 


Ellis  C  (B  ATCO),  The  smoking  and  health  problem  in  Smoking  and  Health-Policy  on  Research, 
Research  Conference,  Southampton,  England  (1962),  at  16.  See  AR  (VoL  21  Ref.  232). 

Johnson  RR  (BATCO),  Comments  on  Nicotine  (Jun.  30,  1963),  at  10-1 1.  See  AR  (VoL  21  Ref.  242). 

Dunn  WL  (Philip  Morris  Inc.X  Plans  and  Objectives-1979  (Dec.  6, 1978),  in  141  (Dong.  Rec.  H7668- 
7669  (daily  ed.  Jul.  25, 1995)  (nicotine  pharmacology  research  would  be  used  to  “strengthen  Philip  Morris 
R&D  capability  in  developing  new  and  improved  smoking  products”)-  See  AR  (VoL  14  Ref.  175a). 
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Similarly,  the  claim  that  the  research  on  nicotine  pharmacology  was  conducted  to 
be  prepared  for  govemmwit  restrictions  is  consistent  with  the  industry’s  belief  that  it  must 
understand  and  preserve  the  pharmacological  effects  of  nicotine  to  ensure  the  continued 
success  of  tobacco.  This  explanation  for  the  industry’s  nicotine  research  was  presented 
by  the  companies  as  the  rationale  for  their  nicotine  analogue  research.  Internal  documents 
show  that  the  companies  wanted  to  develop  substitutes  for  nicotine  that  would  mimic 
nicotine’s  pharmacological  effects  on  the  central  nervous  systems  of  smokers  should 
restrictions  prevent  their  continued  use  of  nicotine.*^ 

The  industry’ s  claim  that  it  conducted  research  on  maintaining  and  increasing 
nicotine  deliveries  from  low-tar  cigarettes  because  government  officials  “published 
concerns  that  smokers  switching  to  lower  ‘tar’  delivery  cigarettes  might  change  their 
smoking  patterns  if  nicotine  levels  were  too  low”*^^  similarly  suggests  that  the  industry 
believes  that  smokers  smoke  to  obtain  an  adequate  dose  of  nicotine.  As  discussed  in 
section  n.C.3.f.,  above,  the  small  number  of  recommendations  that  low-tar,  high-nicotine 
cigarettes  be  investigated  were  premised  on  the  view  that  smokers  use  cigarettes  to  satisfy 
their  dependence  on  nicotine  and  will  compensate  when  given  low  nicotine  cigarettes  by 
smoking  more  intensely  or  more  cigarettes  to  olxain  an  adequate  dose  of  nicotine.  It  is 
not  credible  that  the  cigarette  industry  would  develop  cigarettes  whose  avowed  purpose  is 
to  avoid  smoker  compensation,  unless  they  share  the  view  that  smokers  use  cigarettes  to 
obtain  an  adequate  dose  of  nicotine. 

See.  e.g.,  Kilbum  KD,  Undowood  JG  (BATCO),  Preparation  and  Properties  of  Nicotine  Analogues 
(Nov.  9, 1972),  at  1-2.  See  AR  (VoL  31  Ref.  524-1). 

Brown  &  Williamson  Tobacco  Ck)rp.,  Comment  (Jan.  2, 1996),  at  30.  See  AR  (Vol.  529  Ref.  104). 
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Finally,  the  claim  that  the  research  was  conduaed  to  respond  to  consiuner 
preferences  strongly  suggests  that  the  tobacco  companies  understand  that  consumers 
prefer  products  that  deliver  the  pharmacological  effects  of  nicotine.  Where,  as  here,  the 
tobacco  industry  is  marketing  a  produa  to  which  most  of  its  consumers  are  addicted, 
satisfying  consumer  preferences  requires  the  company  to  understand  the  consumer’s  need 
for  nicotine  in  order  to  supply  a  sufficient  dose  of  nicotine.  If,  on  the  other  hand,  '  ' 
consumer  preferences  were  limited  to  taste  and  flavor,  research  on  nicotine  pharmacology 
would  be  iirelevant  to  satisfying  those  preferences. 

Even  if  the  record  supported  the  industry’s  claim  that  its  research  was  for  ■ 

some  purpose  other  than  its  belief  that  people  use  tobacco  for  nicotine’ s  pharmacological 
effects  (which  it  does  not),  this  would  not  alter  the  fact  that  the  research  results 
demonstrated  to  the  industry  that  consumers  use  tobacco  primarily  for  nicotine’s 
phannacological  effects. 

2.  Tobacco  company  comments  argue  that  the  tobacco  industry’ s  nicotine 
research  does  not  establish  that  adults  smoke  solely  or  “nearly  exclusively”  to  obtain 
nicotine.  One  company,  while  acknowledging  that  its  parent  “explored  the  effects  of 
nicotine  and  the  role  it  played  in  smoking,”  contends  that  its  research  “generally  has 
concluded  that  the  presence  and  effects  of  nicotine  do  not  alone  account  for  smoking 
enjoyment”*^ 

First,  the  industry’s  contention  that  its  research  shows  that  nicotine  does  not 
“alone”  account  for  tobacco  use  is  not  in  any  way  inconsistent  y/ith  FDA’s  conclusion  that 


'’‘W.  at  22-23. 
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the  industry’s  research  demonstrates  that  nicotine  plays  a  central  role  in  tobacco  use. 

Indeed,  throughout  its  comments,  the  tobacco  industry  implicitly  acknowledges  that  its 
research  demonstrates  that  nicotine  does  play  a  critical  role  in  tobacco  use. 

*  tr. 

Second,  this  research  is  persuasive  evidence  that  the  manufacturers  intend 
cigarettes  and  smokeless  tobacco  products  to  affect  the  structure  or  function  of  the  body 
of  tobacco  users.  As  described  elsewhere  in  this  notice,  FDA’s  regulations  provide  that 
whether  a  product  is  “intended  to  affect  the  struaure  or  any  function  of  the  body”  may  be 
established  by,  among  other  things,  evidence  that  the  vendor  has  knowledge  that  its 
product  is  being  used  for  a  pharmacological  purpose,  even  though  the  produa  is  not 
promoted  for  that  purpose.  21  CFR  201.128  and  801.4.  These  regulations  do  not  require 
the  manufacturer  to  have  knowledge  that  consumers  use  the  product  solely  or  nearly 
exclusively  for  a  pharmacological  purpose. 

The  industry’s  own  research  establishes  that  it  has  actual  knowledge  that 
consumers  use  tobacco  products  primarily  for  their  pharmacological  effects.  This  is 
persuasive  and  sufficient  evidence  that  the  manufacturers  intend  to  affect  the  struaure  or 
function  of  the  body.  Furthermore,  the  tobacco  industry’s  nicotine  research,  together  with 
the  other  evidence  in  the  record  on  consumer  use,  demonstrates  that  consumers  use 
tobacco  overwhelmingly  for  nicotine’s  pharmacological  effects. 

3.  In  the  Jurisdictional  Analysis,  FDA  reviewed  the  industry  research  and 
statements  demonstrating  that  tobacco  coii^)anies  are  aware  of  the  high  percentage  of 
smokers  who  have  made  unsuccessful  attempts  to  quit.  This  evidence  demonstrates  that  a 
large  proportion  of  tobacco  users  display  one  of  the  characteristic  features  of  addiction: 
continued  use  despite  attempts  to  quit.  See  Jurisdictional  Analysis,  60  FR  41667-41673. 
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One  tobacco  company  argued  that  it  had  never  determined  that  smokers  cannot  quit  and 
that  its  research  was  not  directed  at  control  of  smokers’  ability  to  quit.  Another  tobacco 
company  cited  evidence  that  it  knows  many  smokers  would  like  to  quit  smoking,  but  that 
this  is  irrelevant  to  whether  they  are  actually  unable  to  quit.  This  company  contends  that 
the  fact  that  many  people  do  quit  shows  that  tobacco  is  not  addictive. 

Both  companies’  conunents  rely  on  a  false  assumption  about  the  relationship  of  the 
ability  to  quit  and  addiaion.  As  described  above  in  section  n.A.3.,  “addiction”  is  not  a 
condition  that  can  be  demonstrated  only  if  no  user  is  ever  able  to  quit  Substantial 
percentages  of  users  of  such  addictive  substances  as  heroin  and  cocaine  are  eventually  able 
to  quit  without  formal  treatment.*^’  In  fact,  more  than  half  of  people  seeking  treatment 
for  alcohol  or  drug  abuse  who  also  smoke  cigar^es  report  that  quitting  smoking  would 
be  harder  than  giving  up  their  other  drug  of  abuse.*^ 

The  characteristic  feature  of  all  addictive  substances  is  that  it  is  very  difficult  (not 
impossible)  to  quit  and  that  addicted  users  often  fail  despite  serious  attempts  to  do  so.  See 
section  ILA.3.,  above.  Tobacco  company  data  bear  this  out.  For  example,  a  BATCO 
researcher  presented  data  at  a  major  BATCO  conference  showing  that,  although  40%  of 
Canadian  smokers  have  tried  to  quit,  fewer  than  4%  were  able  to  quit  permanently  within 


Kleber  HD,  Conney  D,  Don’t  you  believe  that  nicotine  isn’t  addictive.  New  York  Times,  Apr.  4, 1994. 
See  AR  (VoL  196  Ref.  2497). 

Kozlowski  LT,  Wilkinson  A,  Skinner  W,  et  al..  Comparing  tobacco  cigarette  dependoice  with  otho’ 
drug  dependencies.  Journal  of  the  American  Medical  Association  1989;261(6):898-901.  See  AR(VoL  41 
Ref.  92). 
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the  past  year.*^  Similarly,  a  Philip  Morris  researcher  reported  that  of  smokers  who  made 
an  attempt  to  quit  in  Greenfield,  Iowa,  only  28%  were  still  abstaining  after  7  months.’®® 

The  argument  that  tobacco  companies  do  not  have  knowledge  of  the  low  success 
rates  experienced  by  tobacco  users  who  attempt  to  quit  defies  credibility.  Not  only  is  this 
a  matter  of  common  knowledge,  but  the  Council  for  Tobacco  Research  (of  which  every 
major  tobacco  company  is  or  has  been  a  member)  sponsored  a  book  on  tobacco  research 
in  which  the  authors  review,  among  many  topics,  a  wealth  of  data  on  the  difficulty  of 
quitting.’®*  Indeed,  the  very  company  that  argued  that  its  knowledge  was  limited  to  the 
fact  that  some  smokers  want  to  quit  has  argued  in  court  that  consumers  should  be  held  to 
the  knowledge  that  it  is  very  difficult  to  quit’®^ 

4.  One  comment  provided  additional  tobacco  industry-funded  research  on 
nicotine  pharmacology  that  had  not  been  included  in  the  Jurisdictional  Analysis.  FDA  has 
confirmed  that  the  following  studies  submitted  with  the  comment  are  additional  tobacco 
industry-funded  studies  on  nicotine  pharmacology  and  the  relationship  of  nicotine  to 
tobacco  use: 

(1)  Knapp  PH,  Bliss  (DM,  Wells  H,  “Addictive  aspects  in  heavy  cigarette 
smoking,”  American  Journal  of  Psychiatry  1963;!  19:966-972  (supported  by  the 
Tobacco  Industry  Research  (Dommittee); 


Proceedings  of  the  BATCX)  Group  R&D  Smoking  Behaviour-Marketing  Ginfoence,  Session  ni 
(Jul.  9-12,  1984),  at  BW-W2-02790 .  See  AR  (VoL  25  Ref.  337-1). 

^  Ryan  FJ  (Hiilip  Morris  Inc.),  Cold  Turkey  m  Greenfield  Iowa:  a  follow-up  study  in  Smoking 
Behavior:  Motives  and  Incentives,  ed.  Duim  WL  (Washington  DC:  VH  Winston  &  Sons,  1973),  at  233 
(table  1).  See  AR  (VoL  8  Ref.  105). 

Larson  PS,  Silvette  H,  Tobacco— Eixperimental  and  Clinical  Studies:  A  Comprehensive  Account  of  the 
World  literature  (1968),  Supplemoit  I  at  306-302.  See  AR  (Vol.  50  Ref.  151). 

Appellees  brief  in  reply  to  appellants’  opposition  to  petition  for  transfer,  Rogers  v.  RJ,  Reynolds  et  al.. 
No.  49A02-8904  CV  164  (Sup.  Cl  Ind.  1990),  at  7-8.  See  AR  (VoL  21  Ref.  229). 
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(2)  Ague  C,  “Nicotine  content  of  cigarettes  and  the  smoking  habit  their  relevance 
to  subjective  ratings  of  preferences  in  smokers,”  Psychopharmacologia 
1972;24:326-330  (supported  by  the  Tobacco  Research  Council); 

(3)  Beckett  AH,  Triggs  EJ,  “Enzyme  induction  in  man  caused  by  smoking,” 

Nature  1967;216:587  (supported  by  the  Tobacco  Research  Council);  and 

(4)  Bowman  ER,  Turnbull  LB,  McKennis  H,  “Metabolism  of  Nicotine  in  the 
Human  and  Excretion  of  Pyridine  Compounds  by  Smokers,”  Journal  of 
Pharmacology  and  Experimental  Therapeutics  1959;  127:92-95  (supported  by  the 
Tobacco  Industry  Research  Conunittee  and  the  American  Tobacco  Company).^^ 

The  study  by  Knapp,  Bliss,  and  Wells,  which  was  funded  by  the  Tobacco  Industry 

Research  Committee,  the  predecessor  to  the  Clouncil  for  Tobacco  Research,  concluded 

that  nicotine  produces  addiction  in  some  tobacco  users. 

b.  Comments  on  Product  Research  and  Development  To  Optimize  and 
Manipulate  Nicotine  Delivery 

i.  Coimnents  on  Specific  Philip  Morris  Product  Research  and  Development 

ProjggtS. 

1 .  A  comment  from  Philip  Morris  argues  that  FDA  has  misdiaiacterized  its 

nicotine  analogue  research.  The  comment  concedes  that  Philip  Morris  conducted  research 
in  which  the  company  developed  a  “behavioral,  peripheral  and  central  nervous  system 
profile  of  nicotine”  and  compared  nicotine  analogues  to  this  profile.^  The  comment 
asserts,  however,  that  the  company’s  research  on  nicotine  analogues  is  not  evidence  of 
intended  use  because  outside  researchers  were  also  investigating  nicotine  analogues,  Philip 


American  Society  of  Addiction  Medicine,  Comment  (Dec.  29, 1995),  at  i^pendix  9.  See  AR  (VoL  528 
Ref.  97). 

Philip  Morris  Inc.,  Comment  (Jan.  2, 1996),  at  25.  See  AR  (VoL  519  Ref.  105). 
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Morris  provided  analogues  to  outside  researchers,  and  the  research  did  not  result  in 
development  of  a  commercial  product.^^ 

Philip  Morris  appears  to  be  arguing  that  if  outside  researchers  were  also  int^ested 
in  nicotine  analogues  for  unspecified  reasons,  then  Philip  Morris’  own  intent  in  conducting 
this  research  is  irrelevant.  FDA  disagrees.  Philip  Morris’  purpose  in  conducting  nicotine 
analogue  research  provides  evidence  of  the  company’ s  knowledge  that  nicotine’ s 
psychoactive  and  reinforcing  effects  are  central  to  the  market  for  tobacco.  The  purposes 
of  outside  researchers  do  not  diminish  or  alter  Riilip  Morris’  motives  in  any  way. 

Philip  Morris’  internal  documents  and  the  statements  of  former  Philip  Morris 
employees  reveal  that  the  purpose  of  its  nicotine  analogue  research  was  to  find  chemicals 
that  mimic  nicotine’s  effects  on  the  central  nervous  system,  but  n(X  its  adverse  effects  on 
the  cardiovascular  system,  that  could  be  substituted  for  nicotine  in  cigarettes  to  produce  a 
safer  cigarette.’®®  Specifically,  Philip  Morris  sought  to  identify,  through  sophisticated 
laboratory  studies  in  rats,  whether  nicotine  produces  discriminative  stimulus  effects  (which 
predict  whether  a  substance  has  mood-altering  effects  in  humans)  and  reinforcing  effects 


AdditicHial  comments  alleging  Aat  FDA  misrepresmited  the  results  of  Phil^  Mans'  studies  tm 
nicotine’ s  leinfadng  int^rties  and  invalklly  equated  reinfacement  with  addictioi  are  addressed  in 
seetkm  n.C.6.ai.,  above. 

See,  e.g..  Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and 
the  Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d 
Qmg.,  2d  Sess.  (^m-.  28, 1994),  at  5, 35  (testimony  of  Victor  DeNoble)  See  AR  (VoL  708  Ref.  2). 

See  also,  Charles  JL  (Phil^  Morris  Inc.),  Nicotine  Receptor  Program-University  of  Rochester  (Mar.  18, 
1980)  (“The  original  charge  of  the  nicotine  program  was  (1)  to  ascertain  if  the  central  and  paipheral 
effects  could  be  ’sqiarated’  and  (2)  to  design  a  nicotiiK  analogue  which  would  have  CNS  activity 
equivalent  to  nicotine  with  little  or  no  perifAeral  effect”).  See  AR  (VoL  32  Ref.  532). 
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(which  predict  whether  a  substance  will  induce  repeated  compulsive  use  in  humans),  and 
-  then  fmd  analogues  that  could  produce  the  same  effects,  for  use  in  future  cigarettes.’®^ 

Philip  Morris’  nicotine  analogue  research  thus  demonstrates  that  Philip  Morris 
knows  that  nicotine’s  psychoactive  and  reinforcing  effects  are  critical  to  the  success  of 
existing  tobacco  products. 

2.  In  the  Jurisdictional  Analysis,  FDA  presented  evidence  that  Philip  Morris 
conducted  research  on  acetaldehyde,  another  component  of  cigarette  smoke  that  was 
hypothesized  to  contribute  to  tobacco’s  reinforcing  effects.  According  to  Philip  Morris 
research  reports,  the  objective  of  this  research  was  to  fmd  the  “maximally  reinforcing” 
combination  of  nicotine  and  acetaldehyde.’®*  Philip  Morris  argues  that  its  research  to  fmd 
the  maximally  reinforcing  combination  of  acetaldehyde  and  nicotine  is  not  relevant  to  the 
intended  use  of  cigarettes  because  the  mean  level  of  acetaldehyde  in  cigarettes  is  declining 
and  is  commonly  found  in  proportions  far  ftom  those  found  to  be  maximally  reinforcing. 

Philip  Morris  also  argues  that  its  research  does  not  establish  that  acetaldehyde  is  addictive. 

Regardless  of  whether  Philip  Morris  has  increased  the  acetaldehyde  levels  in  its 
cigarettes,  its  research  on  acetaldehyde  is  further  evidence  of  the  company’s  understanding 
of  the  reinforcing  properties  of  cigarettes  and  the  steps  it  has  taken  to  exploit  those 
properties.  In  fact,  there  is  some  evidence  that  acetaldehyde  levels  in  Philip  Morris 
products  have  increased  since  1982,  the  year  that  Philip  Morris  conducted  its 

DeNoble  VJ,  Cairon  L  (Miilip  Morris  Inc.X  Progress  in  Behavior  Pharmacology  Laboratory  (Mar.  11  y 
1981),  at  1-32.  See  AR  (Vol.  32  Ref.  541).  There  is  no  evidence  that  Philip  Morris  tested  these 
analogues  to  ensure  that  they  produced  the  same  *raste”  as  nicotine.  ^ 

DeNoble  VJ  (Philip  Morris  Inc.),  Project  Number  1610  (Behavior  Pharmacology)  Objectives  and 
Plans  1982-1983  (Jul.  20,  1982),  at  Z  See  AR  (VoL  345  Ref.  5443). 
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reinforcement  research.  According  to  a  report  in  the  Wall  Street  Journal,  a  competing 
tobacco  company  that  analyzed  Marlboro  King  Size  cigarettes  found  that  acetaldehyde 
levels  in  that  brand  had  increased  40%  between  1982  and  1991.^®* 

Although  a  determination  that  acetaldehyde  is  a  positive  leinforcer  is  not 
equivalent  to  a  finding  that  it  is  addictive,  it  is  one  of  the  most  critical  pieces  of  evidence 
that  a  substance  is  addictive.  For  a  complete  description  of  the  role  of  reinforcement  in 
addiction,  see  section  n.A3.c.,  above.  Philip  Morris’  research  into  acetaldehyde’s  use  as 
a  multiplier  of  the  reinforcing  effects  of  nicotine  provides  evidence  of  Philip  Morris’  intent 
to  deliver  a  reinforcing  drag. 

3 .  Philip  Morris  disputes  William  Farone’ s  statement  that  designing  cigarettes 

with  reduced  tar  but  an  acceptable  level  of  nicotine  was  a  key  objective  of  the  tobacco 
industry.  Philip  Morris  makes  a  series  of  arguments  that  purport  to  explain  why  the  tar 
and  nicotine  levels  in  marketed  cigarettes  have  not  been  reduced  proportionately.  The 
company  argues  that  the  ""physics”  of  the  filter  technologies  used  to  reduce  tar  and 
nicotine  do  not  reduce  these  two  constituents  to  the  same  degree,  resulting  in  a  slight 
increase  in  the  nicotine-to-tar  ratio,  and  that  the  Merit  Ultra  Lights  brand  of  cigarettes  is 
not  an  example  of  manipulation  of  nicotine-to-tar  ratios. 

Neither  of  these  arguments  challenges  Farone*  s  statement  that  the  tobacco  industry 
conducted  extensive  product  development  research  on  how  to  reduce  tar  while 
maintaining  a  level  of  nicotine  that  provides  the  consumer  with  the  same  ""pharmacological 

Freedman  AM,  Fine  tuning  Marlboro,  Wall  Street  Journal.  (OcL  18,  1995).  See  AR  (VoL  533 
Ref.  102). 

Philip  Mcxris  Inc.,  Comment  (Apr.  19, 19%),  at  61-62.  See  AR  (VoL  700  Ref.  226). 
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satisfaction”  as  full  strength  cigarettes.’"  Philip  Morris*  arguments  with  respea  to  the 
methods  used  to  control  nicotine-to-tar  ratios  are  addressed  in  sections  II.C.4.,  above,  and 
section  n.C.6.c.ii.,  below. 

Tobacco  industry  coimnents  also  state  that  Farone  fails  to  acknowledge  that, 
begiiming  in  the  1970’ s,  outside  scientists  recommended  that  research  be  conducted  on  the 
development  of  a  high  nicotine/low  tar  cigarette.  This  argument  has  already  been 
addressed  above  in  section  ILC.3.f.  In  this  context,  FDA  notes  that  Farone  is  reporting  on 
the  tobacco  industry’s  internal  reasons  for  conducting  the  researdi,  and  these  reasons  are 
relevant  to  establishing  the  companies’  intent  to  affect  the  structure  or  fimction  of  the 
body. 

4.  Philip  Morris  challenges  the  reliability  of  statements  made  in  a  declaration 
submitted  to  FDA  by  Ian  L.  Uydess,  a  research  scientist  who  worked  for  Philip  Morris 
from  1977  to  1981,  and  from  1982  to  1989.  Uydess’  declaration  is  based  on  his  own 
participation  in  research  and  development  projects  at  Philip  Morris;  his  personal 
observations  of  activities  in  other  parts  of  the  company;  his  attendance  at  meetings  and 
discussions  held  among  the  scientists,  engineers  and  management  at  Philip  Morris;  and  his 
close  association  with  other  scientists  and  senior  management  at  Philip  Monis.’^^  Philip 
Morris  argues  that  the  information  provided  by  Uydess  is  unreliable  because:  (1)  he  left 
Philip  Morris  seven  years  ago;  (2)  he  did  not  work'on  the  development  of  commercial 
cigarettes;  and  (3)  his  declaration  reports,  in  part,  on  information  relayed  to  him  informally 

Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  7.  See  AR  (VoL  638  Ref.  2). 

Declaration  of  Uydess  IL  (Feb.  29, 1996),  at  5.  See  AR  (VoL  638  Ref.  1). 
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by  colleagues.  In  contrast,  other  comments  argue  that  the  reliability  of  Uydess’  statement 
is  shown  by  its  consistency  with  the  statement  of  other  former  tobacco  company  officials. 

FDA  disagrees  that  Uydess’  declaration  is  unreliable  or  irrelevant  to  establishing 
the  knowledge  and  actions  of  Philip  Morris.  His  position  and  tenure  at  the  company  gave 
him  personal  knowledge  of  the  views  of  Philip  Morris  officials  on  the  role  of  nicotine  in 
cigarettes,  and  of  the  company’s  research  and  actions  in  developing  new  products. 

Moreover,  like  Farone,  Uydess’  statements  about  the  knowledge,  views,  and  actions  of 
Philip  Morris  are  consistent  with  a  large  body  of  Philip  Morris  documents  and  statements, 
covering  over  three  decades.  Uydess’  statements  are  also  consistent  with  the  recent  Philip 
Morris  document  concerning  Projea  Table,  demonstrating  that  the  company’s  views  have 
not  changed  since  Uydess  left  the  company.  The  information  he  provided  is  thus 
corrobOTated  by  evidence  already  gath^ed  by  FDA. 

5.  Philip  Morris  also  challenges  particular  statements  made  by  Uydess  in  his 
declaration.  FDA  addresses  those  comments  that  challenge  statements  relied  on  by  the 
Agency. 

Philip  Morris  argues  that  Uydess*  statement  that  Philip  Morris  conducted 
exhaustive  research  on  nicotine  chemistry  in  tobacco  leaf  and  tobacco  smoke  is  true  but 
irrelevant  because:  (1)  any  manufacturer  in  the  business  of  selling  an  agricultural  product 
develops  expertise  in  the  product;  (2)  tobacco  chemistry  is  widely  studied  outside  Philip 
Morris;  and  (3)  the  company’s  research  was  not  used  to  increase  artificially  the  nicotine 
yield  of  its  conunercial  cigarettes. 

FDA  disagrees  that  extensive  research  by  a  tobacco  manufacturer  into  the  amount 
of  nicotine  in  tobacco  leaf  and  tobacco  smoke — ^using  highly  sophisticated  equipment 
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developed,  in  part,  by  the  company — is  inelevant  to  the  manufaaurer’s  intent  in  selling 
cigarettes.  Philip  Morris’  arguments  suggest  that  Uydess’  statement  relates  to  the 
company’s  research  on  tobacco  chemistry  in  general,  rather  than  to  any  specific 
component  in  tobacco.  Uydess  says,  however,  that  Philip  Morris’  exhaustive  research 
related  specifically  to  nicotine  and  that  Philip  Morris  “wanted  to  know  everything  there 
was  to  know  about  nicotine.”’*^  The  intensity  of  Philip  Morris’  focus  on  nicotine  provides 
evidence  that  the  company  knows  that  nicotine  is  central  to  the  success  of  its  products. 

Philip  Morris’  public  position  is  that  if  nicotine  is  important,  it  is  important,  like 
flavorants,  only  for  its  sensory  appeal.  The  company,  however,  offers  no  evidence  or 
argument  that  its  exhaustive  research  on  nicotine  pharmacology  is  matched  by  its  research 
on  any  other  flavor  or  sensory  aspects  of  nicotine.  Moreover,  as  described  in  section 
ILC.2.a.,  above,  Philip  Morris’  public  position  is  contradicted  by  the  views  of  its  scientists, 
who  have  repeatedly  stated  that  the  primary  reason  for  smoking  is  nicotine’s 
pharmacological  effects.  FDA  concludes  that  the  extent  of  Philip  Morris’  research  on 
nicotine  is  relevant  to  establishing  its  intent  to  affect  the  stmcture  or  riinction  of  the  body, 
il  Comments  on  Specific  RJR  Product  Research  and  Development  Projects. 

1 .  RJR  contends  that  Premier  and  Eclipse  are  not  “alternative  cigarettes”  but 
conventional  cigarettes,  and  that  they  were  created  to  address  public  criticisms  of 
cigarettes.  RJR  also  disputes  FDA’s  findings  that  Premier  contained  very  little  tobacco 
and  that  the  nicotine  in  blood  studies  conducted  on  Premier  show  that  RJR  intended 
Premier  to  deliver  nicotine  to  the  smoker’s  blood  and  brain. 


Id.  at  14. 
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RJR’s  arguments  concerning  Premier  and  Eclipse  are  not  persuasive.  RJR  now 
claims  that  Premier  was  a  conventional  cigarettes  because  it  was  a  “roll  of  tobacco 
wrapped  in  papef’;  “contained  sugars,  humectants,  flavorings,  tobacco  paper,  and  a  filter'’; 
was  “taxed  as  a  cigarette”;  and  was  “marketed  for  smoking  taste  and  pleasure.”’*^  In  fact. 

Premier  resembled  a  conventional  cigarette  in  outward  appearance  only.  It  contained  a 
carbon  tip  that  served  as  the  heat  source.  A  nicotine  source  had  been  combined  with 
glycerol  and  adsorbed  within  alj^-alumina  spheres  contained  within  an  aluminum  cylinder 
positioned  directly  behind  the  carbon  heat  source.  RJR  informed  FDA  that  at  least  70%  of 
the  nicotine  delivered  by  Premier  was  provided  firom  spray-dried  tobacco.  The  remaining 
nicotine  was  provided  from  the  cut  tobacco  leaf  surrounding  this  cylinder  and  the  tobacco 
extraa-treated  paper  filter  positioned  in  fiont  of  the  cellulose  acetate  filter.^^^  Although 
there  was  a  small  amount  of  tobacco  in  Premier,  it  was  not  burned;  the  only  component  of 
Premier  that  was  burned  was  the  carbon  heat  source  and  some  paper,  to  “simulateQ  the 
ash  of  other  cigarettes.”’*® 

The  critical  aspect  of  Premier  is  the  fact  that  the  major  constituents  of  its  smoke 
differed  from  those  in  the  smoke  of  conventional  cigarettes  in  almost  ev^  way  except 
nicotine  content’*^  In  other  words,  virtually  the  only  constituent  of  tobacco  smoke  that 
RJR  designed  Premier  to  preserve  was  nicotine. 

RJ.  Reynolds  Tobacco  Co.,  Commrait  (Jan.  2,  1996),  35.  See  AR  (VoL  519  Ref.  103). 

Letter  with  enclosures  from  Hutt  PB,  outside  counsel  fw  RJR,  to  Budicfa  KM,  FDA  (Jan.  26, 1988). 
S««AR(VoL34Ref.556). 

R.J.  Reynolds  Tobacco  Co.,  Chemical  and  Biological  Studies  on  New  Cigarette  Prototypes  That  Heat 
Instead  of  Bum  Tobacco  (Winston-Salem  NC  1988),  at  4.  See  AR  (VoL  107  Ref.  980). 

’•’W.  at  134-136. 
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FDA  does  not  contest  that  Premier  was  developed  to  address  criticisms  of 
cigarettes;  undoubtedly,  Premier  was  an  attempt  to  make  a  safer  cigarette.  However, 
making  a  safer  cigarette  would  not  require  the  company  to  maintain  a  near-normal  nicotine 
delivery,  or  to  ensure  that  the  nicotine  was  aaually  delivered  to  the  smoker’s  blood  in  the 
same  quantity  as  from  conventional  cigarettes,  unless  the  company  believed  that  ensuring 
near- normal  nicotine  blood  levels  was  an  essential  feature  of  a  profitable  cigarette.  RJR’s 
argument  that  its  pharmacokinetic  comparisons  of  the  nicotine  levels  delivered  by  Premier 
and  a  conventional  cigarette  were  intended  simply  as  comparisons  of  the  two  products, 
apparently  without  any  further  purpose,  is  unpersuasive.  According  to  RJR’s  publication 
summarizing  the  studies  conducted  on  Premier,  RJR  did  not  condua  similar 
pharmacokinetic  studies  on  the  delivery  of  any  other  smoke  constituent  to  the  smoker’s 
blood.’**  This  fact  demonstrates  that  RJR  believes  that  nicotine  is  the  defining  ingredient 
of  cigarettes  and  that  delivery  of  an  adequate  level  of  nicotine  to  the  smoker’s  blood  is 
central  to  the  success  of  its  products. 

The  RJR  nicotine  blood  level  study  is  also  directly  at  odds  with  the  company’s 
public  position  that  nicotine’s  role  is  limited  to  providing  taste  or  flavor.  The  amount  of 
nicotine  delivered  into  a  smoker’s  bloodstream  is  irrelevant  to  nicotine’s  ability  to  function 
as  a  flavoring  agent  Nicotine  absorption  into  the  bloodstream  is  relevant  only  if  the 
company  believes  that  nicotine  delivers  pharmacological  effects  to  the  smoker  and  that 
these  effects  are  important  to  the  use  of  the  product.  RJR’s  reliance  on  a  Surgeon  General 
recommendation  that  cigarettes  with  low  tar-to-nicotine  ratios  be  evaluated  for  their 

’•“W.  at  457-557. 
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phaimacological  properties  and  effects  on  compensation’^^  merely  underscores  RJR’s 
understanding  that  the  nicotine  in  cigarettes  delivers  pharmacological  effects  and  that 
consumers  use  cigarettes  for  these  effects. 

RJR’s  last  argument,  that  its  study  was  necessary  because  an  FDA  representative 
later  asked  whether  nicotine  was  delivered  by  Premier  in  amounts  comparable  to 
conventional  cigar^tes,  is  similarly  unavailing.  As  RJR  acknowledges  in  its  comment,  the 
study  had  already  been  conducted  at  the  time  FDA  asked  the  question.  Moreover,  FDA 
asked  this  question  because  FDA  saw  the  delivery  of  nicotine  to  the  blood  of  smokers  as 
relevant  to  whether  Premier  should  be  regulated  as  a  drug  or  device. 

2.  RJR  also  argues  that  FDA  has  misused  an  RJR  book  on  tobacco  flavors  in  tlie 
Jurisdictional  Analysis.  FDA  noted  that  the  book,  which  contains  over  one  thousand 
flavorants  for  tobacco,  does  not  list  nicotine  as  a  flavorant.’^  RJR  contends  that  the  book 
describes  only  flavors  that  could  be  added  to  tobacco,  and  nicotine  is  not  listed  because  RJR 
does  not  add  nicotine. 

FDA  does  not  find  RJR’s  argument  persuasive.  Even  if  the  book  were  limited  to 
flavors  that  '*could  be  added”  to  tobacco  (a  limitation  that  is  not  stated  in  the  book  itself),  the 
claim  that  RJR  does  not  use  it  as  an  additive  would  not  logically  exchide  it  flom  the  category  of 
substances  that  **could”  be  added.  The  book  does  not  purport  to  list  only  those  substances 
that  are  actually  added  by  RJR  to  its  tobacco  products. 


Department  of  Healdi  and  Human  S^vices,  The  Health  Consequences  of  Smoking:  The  Changing 
Cigarette,  A  Report  of  the  Surgeon  General^  1981,  at  58.  See  AR  (VoL  123  Ref.  1586). 

Leffingwell  JC,  Yound  HJ  (RJ.  Reynolds  Tobacco  Co.X  Tobacco  Flavoring  for  Smoking  Products 
(Winston-Salem  NC:  R.J.  Reynolds  Tobacco  Co.,  1972).  See  AR  (VoL  34  Ref.  591). 
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Moreover,  RJR’s  claim  that  it  docs  not  add  nicotine  raises  an  inconsistency.  If  it  is  the 
coti^m/s  position  that  nicotine  is  benigidy  used  (and  controHed)  in  tobacco  solely  for  its 
effects  on  flavor,  and  is  an  extremely  inpcmant  flavorant  in  tobacco,  wl^  have  a  policy — as 
RHl  claims’^* — of  not  adding  it  whwi  appiopriate?  The  book  does  list  many  other  naturally 
occurring  conqx)nents  of  tobacco  and  tobacco  smoke  as  flavorants,  a{^)aiently  contemplatif^ 
thek  addition  to  tobacco.  That  RJR  policy  in  itself  therefore  seeins  at  odds  with  the  claim  that 

I 

racotine  is  used  for  flavor. 

3.  RJR  also  maintains  that  RDA’s  reliance  on  an  RJR  patent  was  misplaced.  In 
the  Jurisdiaional  Analysis,  FDA  eked  an  RJR  patent  for  a  process  that  increases  the  nicotine 
content  of  a  cigarette  but  masks  the  resukk^  harsh  taste  of  the  cigar«te.’“  FDA  used  the 
patent  to  show  that  the  tobacco  mdustry  wanted  to  increase  nicotine  in  some  cigarettes  despite 
ks  harsh  flavor.  RJR  dismisses  the  significance  of  this  patent,  arguing  that  FDA  has  ignored 
“basic  principles  of  flavor'’  and  that  people  Hte  harsh  flavors.  -  RJR  also  argues  that  the  patent 
is  irrelevant  because  the  process  k  described  for  increasing  nicotine  and  masking  the  resulting 
flavor  was  not  used  in  commercial  cigarettes. 

RJR’s  argument  is  contradicted  by  its  own  patent  and  by  the  statements  of  a  flavor 
specialist  en:q>loyed  by  the  company.  Both  acknowledge  that  nicotine’s  harsh  flavor  can  be 
unpleasant  to  the  smoker  and  must  be  masked  by  the  addition  of  sugars  or  other  chemicals. 

The  patent  itself  demonstrates  that  the  coin)any,  as  the  assignee  of  the  patent,  knows  that 
increasing  nicotine  past  a  certain  point  in  bw-tar  cigarettes  produces  a  harshness  that  leads  to 

R.J.  Reynolds  Tobacco  Co.,  Comment  (Jan.  2, 1996),  at  50.  See  AR  (VoL  519  Ref.  103). 

U.S.  Patent  No.  4,830,028.  Lawson  JW,  Bullings  BR,  Perfetti  TA,  RJ.  Reynolds  Tobacco  Conq)any, 

Salts  Provided  from  Nicotine  and  Organic  Acid  as  Cigarette  AdtUtives  (May  16,  1989),  at  Cl.  See  AR 
(Vol.  34  Ref.  593). 
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rejection  by  consumers.  Rather  than  simpfy  keq)  nicotine  below  tiiat  point,  as  a  company 
would  do  if  nicotine  were  present  solely  for  flavor,  the  patent  desCTft)es  a  process  for  increasing 
nicotine  and  simiiltanfinnsly  masking  its  harshness.  The  claim  that  the  processes  in  the  patent 
were  not  used  does  not  in  any  way  undercut  FDA*s  conclusion  that  the  patent  demonstrates 
RJR*s  knowledge  that  nicotine’s  effects  on  taste  are  sometimes  negatively  related  to  product 
accqjtance,  and  RJR’s  desire  to  ino^ease  nicotine  content  even  beyond  the  point  where  nicotine 
has  a  demonstrably  negative  effea  on  taste. 

Moreover,  an  RJR  flavor  specialist  has  written  that  although  nicotine  is  necessary  for 
""satisfaction,’’  its  iSavor  in  some  tobacco  blends  is  ""a  "harshness’  which  can  be  choking  and 
unpleasant,”  requiring  that  steps  be  taken  to  mask  nicotine’s  flavor.^^ 

Thus,  it  is  clear  that  RJR  ofOdals  recognize  that  nicotine’s  flavor  is  sometimes  a 
liability  that  must  be  masked  to  permit  nicotine  to  fulfill  its  pharmacological  functions. 

4.  RJR  comments  that  a  document  that  refers  to  ""physiological  satisfaction,” 
which  FDA  cited  as  an  RJR  Marketing  Report,  is  in  fact  an  Imperial  Tobacco  Co. 
document.^^ 

FDA  agrees  that  this  document  is  an  Imperial  Tobacco  Co.  document  rather  than 
an  RJR  document  The  document  is  one  of  dozens  of  tobacco  industry  documents  in 
which  the  term  ""satisfaction”  is  used  to  describe  a  pharmacological  effect  It  is  therefore 
relevant  to  establishing  the  industry’s  understanding  and  use  of  that  term. 

Leffingwell  JC  (RJ.  Reynolds  Tobacco  Co.),  Nitrogen  cooqxmaits  of  leaf  and  tbeir  relatkHiship  to 
smoking  quality  and  aroma,  presoited  at  the  30th  Tobacco  Chemists*  Research  Onfeimice,  at  9.  See  AR 
(VoL  28  Ref.  450). 

Imperial  Tobacco  Ltd.,  Matinee  Marketing  Strategy  (1911)  (“A  cigarette  that  deliv^  I^ysiological 
satisfactitm,  yet  is  low  in  tar  and  nicotine,  must  surely  be  a  majm:  objective*’),  quoted  in  MemcHrandum  to 
FUe  from  Joyal  C  (Dec.  27, 1992),  at  1 1.  See  AR  (VoL  27  Ref.  384). 
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iii  Comments  on  Specific  Brown  &  Williamson  Product  Research  and 
Development  Projects. 

1 .  A  comment  from  Brown  &  Williamson  argues  that  FDA  has  distorted  its 
nicotine  research  by  not  recognizing  that  the  research  was  not  commercialized.  According 
to  the  comment.  Project  ARIEL  was  never  commercialized. 

ARIEL  was  an  alternative  cigarette,  developed  by  Charles  Ellis,  and  referred  to  by 
B  ATCO  researchers  as  a  “device[]  for  the  controlled  administration  of  nicotine.” 

ARIEL  eliminated  almost  every  ingredient  of  conventional  cigarettes  other  than  nicotine. 

Its  purpose  was  to  provide  “the  same  benefits,  pleasure  and  satisfaction  without  the 
disadvantages”  of  a  conventional  cigarette.^^  The  relevance  of  this  product  to  intent  is 
that  it  demonstrates  that  B  ATCO  regarded  nicotine  as  the  essential  ingredient  in,  and  the 
source  of  the  pleasure  and  satisfaction  from,  cigarettes.  ARIEL’S  development 
demonstrates  Brown  &  Williamson’s  knowledge  of  and  belief  in  nicotine’s  central  role  in 
cigarettes,  regardless  of  its  ultimate  failure  to  be  accepted  by  consumers,  or  Brown  & 

Williamson’s  decision  not  to  market  it. 

2.  As  described  above,  a  BATCO  study  entitled  “Project  Wheat”  was 
conducted  to  determine  the  level  of  nicotine  preferred  by  smokers  and  correlate  it  with  the 
extent  to  which  the  smoker  relies  on  cigarettes  to  meet  “iimer  needs.”’^^  A  smoker’s  inner 
need  level  was  defined  by  the  extent  to  which  the  smoker  used  nicotine  to  relieve  stress. 

Minutes  of  BATCO  Research  Conference  at  Hilton  Head  Island,  SC  (Sep.  24-30, 1968),  at  3.  See  AR 
(Vol.  31  Ref.  525). 

U.S.  Patent  No.  3,258,015.  Ellis  CD,  Dean  Cy  Schachner  H,  et  al.,  Battelle  Memorial  Institute, 

Smoking  Device  (Jun.  28,  1966).  See  AR  (VoL  34  Ref.  569). 

Wood  DJ,  Wilkes  EB  (BATCO),  Project  Wheat  -  Part  1:  Cluster  Profiles  ofU.K.  Male  Smokers  and 
their  General  Smoking  Habits  (Jul.  10,  1975),  at  1.  See  AR  (VoL  20  Ref.  204-1). 


401 


I 

45058  Federal  Segisler  /  Vol.  61.  No.  168  /  Wednesday.  August  28.  1996  /  Rules  and  Regulations 

II.C.6. 

aid  concentration,  avoid  weight  gain,  or  reduce  craving.  B  ATCO  hypothesized  that  “the 
inner  need  dimension  was  probably  defining  a  requirement  for  nicotine.”’^  FDA  pointed 
out  that  inner  need  therefore  correlated  with  the  extent  to  which  a  smoker  used  cigarettes 
for  pharmacological  effects.  Project  Wheat  was  intended  to  allow  BATCO  to  market 
cigarettes  with  different  nicotine  levels  designed  to  satisfy  identified  groups  of  consumers. 

Brown  &  Williamson  argues  that  FDA  had  no  basis  for  concluding  that  a  smoker’s  inner 
need  was  defined  by  the  extent  to  which  the  smt^er  used  cigarettes  for  the  drug  effects  of 
nicotine,  that  Project  Wheat  failed  to  find  any  significant  correlation  between  irmer  need 
levels  and  preferred  nicotine  delivery,  that  the  term  “inner  need”  came  from  an  outside 
researcher,  not  BATCO,  and  that  FDA  falsely  suggested  that  Project  Wheat  identified  an 
‘  allegedly  “addictive”  dose  of  nicotine. 

Brown  8l  Williamson’s  attempts  to  discredit  FDA’s  characterization  of  Project 
Wheat  are  not  persuasive.  FDA  relied  on  the  study  as  evidence  that  Brown  &  Williamson 
had  conducted  research  on  the  dose  of  nicotine  required  by  consumers  with  the  purpose  of 
designing  cigarettes  to  satisfy  their  nicotine  requirements.  Brown  &  Williamson 
acknowledges  that  Project  Wheat  was  designed  to  determine  whether  smokers  who 
smoked  to  satisfy  an  “Inner  Need”  had  preferred  nicotine  delivery  levels,  and  that  this 
information  was  to  be  used  to  design  cigarettes  to  meet  their  needs.^^  These  facts  alone 
demonstrate  that  it  was  the  tobacco  company’s  intention  to  produce  cigarettes  with 
satisfying  doses  of  nicotine.  (Nowhere  did  FDA  state  that  the  study  was  intended  to 
establish  “addictive”  doses  of  nicotine.) 

Brown  &  Williamsdn  Tobacco  Coip.,  Comment  (Jan.  2, 1996),  at  43-44.  See  AR  (VoL  529  Rrf.  104). 
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Moreover,  both  Project  Wheat  and  other  Brown  &  Williamson  research 
demonstrate  that  the  company  knew  that  “Inner  Need”  level  corresponded  to  the  smoker’s 
use  of  cigarettes  for  pharmacological  effects.  Project  Wheat  researchers  concluded  that 
future  studies  to  design  cigarettes  with  acceptable  nicotine  levels  should  classify  smokers 
along  a  single  dimension  of  inner  need  that  might  correspond  to  “pharmacological 
addiction”: 

[I]t  would  be  pref^ble  to  position  respondents  along  the  single  dimension 
of  Inner  Need. ...  the  suggestion  is  very  much  in  line  with  that  made  by 
Russell . . .  who . . .  concluded  that  it  might  prove  more  useful  to  classify 
smokers  according  to  their  position  on  a  single  dimension  of 
pharmacological  addiction  rather  than  in  terms  of  their  profiles  on  the  six 
types  of  smoking.’^ 

Brown  &  Williamson’s  assertion  that  stress  relief,  aided  concentration,  and  weight  control 
are  not  among  the  principal  pharmacological  effects  of  nicotine  is  not  credible.  In  fact,  as 
early  as  1%2,  Project  HIPPO  concluded  that  nicotine’s  most  significant  pharmacological 
benefits  were  its  ability  to  relieve  stress  and  to  control  weight  gain.’^* 

Contrary  to  Brown  &  Williamson’s  argument.  Project  Wheat  found  a  correlation 
between  inner  need  level  and  preferred  nicotine  delivery Thus,  the  Project  Wheat 
researchers  concluded  that  inner  need  correlated  with  preferred  nicotine  delivery  and 
agreed  with  Russell  that  iimer  need  is  related  to  pharmacological  addiction. 


Wood  DJ  (B  ATCO),  Project  Wheat  -  Part  2:  U.K.  Male  Smokers:  Their  Reactions  to  Cigarettes  of 
Different  Nicotine  Delivery  as  Influenced  by  Inner  Need  (Jan.  30,  1976),  at  49  (citatitm  omitted) 
(en^)hasis  added).  See  AR  (VoL  20  R^.  204-2). 

Haselbach  CH,  Libert  O,  Final  Report  on  Project  HIPPO  II  (Mar.  1963),  at  2.  See  AR  (VoL  14 
Ref.  163-1). 

Wood  DJ  (B  ATCOX  Project  Wheat  -  Part  2:  U.K.  Male  Smokers:  Their  Reactions  to  Cigarettes  of 
Different  Nicotine  Delivery  as  Influenced  by  Inner  Need  (Jan,  30, 1976),  at  47-48  (“High  Need  clusters 
tend  to  prefer  relatively  high  nicotine  cigarettes,  and . . .  their  optimum  nicotine  delivery  is  certainly 
higher  than  is  that  of  the  Low  Need  clusters.”)  See  AR  (VoL  20  Ref.  204-2). 
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3.  A  comment  from  Brown  &  Williamson  claims  that  the  company  has  never 
mariceted  a  product  that  used  “elasticity”  to  enable  smokers  to  compensate  for  lowered 
nicotine  yields.  The  company  concedes  that  internal  documents  show  that  “BATCX) 
explored  the  possibility  of  using  its  knowledge  of  compensation  in  the  development  of  low 
‘tar*  products”  but  claims  that  these  were  only  theoretical  discussions.*^^ 

FDA  relied,  in  part,  on  the  industry’s  produa  development  research  on  increasing 
nicotine  as  evidence  that  the  industry  understands  that  tobacco  satisfaction  is  a  function  of 
the  pharmacological  effects  of  nicotine  and  of  the  industry’s  attempts,  successful  or  not,  to 
ensure  that  tobacco  users  receive  sufficient  nicotine  to  achieve  those  effects.  FDA  did  not 
rely  on  this  research  as  evidence  that  the  researched  products  were  marketed. 

In  fact,  however,  there  is  good  reason  to  believe  that  Brown  &  Williamson,  as  well 
as  other  tobacco  companies,  have  incorporated  “elasticity”  into  their  marketed  products. 
For  example.  Brown  &  Williamson’s  Barclay  cigarettes  were  promoted  as  ultra-low 
cigarettes,  with  advertised  deliveries  of  1  mg  tar  and  .02  mg  nicotine,  as  measured  by  the 
FTC  method.  Federal  Trade  Commission  v.  Brown  &  Williamsoti,  778  F.2d  35, 37  (D.C. 
Cir.  1985).  Philip  Morris  and  RJR  complained  to  the  FTC  that  Barclay’s  charmel- 
ventilated  filter  system  allowed  the  cigarette  to  produce  low  tar  and  nicotine  yields  when 
measured  by  the  FTC  (smoking  machine)  method,  but  to  actually  deliver  far  more  tar  and 
nicotine  to  the  smoker.  According  to  the  complaint,  the  FTC  smoking  machine  is  able  to 
“smoke”  the  cigarette  without  obstracting  Barclay’s  unique  ventilation  system,  but  “when 
the  cigarette  is  smoked  between  human  lips  its  air  ventilation  system  is  inevitably 

Brown  &  Williamstm  Tobacco  Corp-,  Comment  (Jaa  2, 19%),  at  42.  See  AR  (VoL  529  Ref.  104). 
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obstructed  and  the  cigarette  delivers  disproportionately  more  tar  and  nicotine  than  other 
comparably  rated  cigarettes.”  Id.  at  37. 

The  FTC  brought  an  enforcement  proceeding  to  enjoin  Brown  «&  Williamson  from 
using  the  FTC  tar  and  nicotine  figures  in  Barclay  advertisements.  Federal  Trade 
Commission  v.  Brown  &  Williamson,  580  F.  Supp.  981  (D.D.C.  1983),  aff'd  in  part, 
rev*d  in  part,  778  F.2d  35  (D.C.  Cir.  1985).  The  district  court  found,  and  the  Court  of 
Appeals  agreed,  that  use  of  the  FTC  tar  and  nicotine  figures  for  Barclay  was  false  and 
misleading,  because — primarily  as  a  result  of  its  channel- ventilated  filter  system — Barclay 
delivers  significantly  more  tar  and  nicotine  to  the  smoker  than  indicated  by  the  FTC  yields. 

580  F.  Supp.  at  989;  778  F.2d  at  41-42.  Thus,  Barclay  represents  a  clear  example  of  the 
use  of  filter  technology  to  provide  elasticity,  i.e.,  to  enable  the  smoker  to  extract  more 
nicotine  from  the  smoke  than  the  advertised  yield. 

Brown  &  Williamson  argues  that  Barclay  is  not  an  example  of  a  product  designed 
to  provide  elasticity,  and  that  there  is  no  evidence  to  support  FDA’s  claim  that  the 
charmel- ventilated  filter  boosts  nicotine  delivery.  FDA  disagrees.  The  district  court 
opinion  in  Federal  Trade  Commission  v.  Brown  &  Williamson  demonstrates  that  Barclay 
cigarettes  deliver  substantially  more  nicotine  than  their  advertised  yields  and  that  this 
increase  in  nicotine  delivery  over  the  machine-tested  yield  is  due  to  compromising  the 
channel- ventilated  filter  during  human  smoking.  The  district  court  cited  a  study  submitted 
by  Brown  &  Williamson,  which  found  that  “smokers  who  smoked  Barclay  received 
approximately  1-1/2  to  2  times  as  much  nicotine  into  their  systems  as  smokers  of  the  other 
cigarettes  [with  comparable  FTC  ratings]  tested.”  580  F.  Supp.  at  988.  The  court  also 
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found  that  the  increase  in  nicotine  and  tar  deliveries  was  due  to  compromising  the 
ventilation  system  under  actual  smoking  conditions.  580  F.  Supp.  at  989. 

The  conclusion  that  Barclay  was  designed  to  provide  elasticity  is  also  supported  by 
evidence  that  Barclay  was  reported  to  contain  significantly  more  nicotine  than  comparable 
cigarettes.  As  described  above  in  section  ILC.4.,  an  independent  study  conducted  in  1982 
showed  that  Barclay  had  both  the  highest  nicotine  concentration  and  the  most  total 
nicotine  in  the  rod  of  all  the  cigarette  brands  tested,  including  regular  strength  (high 
tar/high  nicotine)  cigarettes.’^  Compared  to  the  other  cigarettes  with  comparable  FTC 
nicotine  ratings  (^0.2  mg  nicotine,  as  published  in  1981  FTC  Report)  that  were  tested, 

Barclay  contained  a  tobacco  blend  with  a  50%  to  95%  higher  nicotine  concentration,  and 
20%  to  85%  mote  total  nicotine.  TTius,  while  Barclay  had  among  the  lowest  FTC  yields, 
it  delivered  a  significantly  higher  level  of  nicotine  during  human  smoking  because  (1)  it 
contained  more  nicotine  than  any  comparable  cigarette,  and  (2)  the  nature  of  the  filter 
permitted  smokers  to  defeat  the  ventilation  system  and  otftain  substantially  more  nicotine 
than  the  advertised  yield  (1-1/2  to  2  times  the  nicotine  of  comparable  cigarettes,  according 
to  Brown  &  Williamson’s  own  study). 

iv.  Other  Comments. 

1 .  Comments  fiom  the  tobacco  industry  argue  that  the  tobacco  company 

studies  cited  by  FDA  do  not  support  the  finding  that  smokers  compensate.  One  comment 
argues  that  Brown  &  Williamson  and  BATCO  researchers  did  not  acknowledge  that 


Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  173  (Jua  23, 1994)  (data  from  Neal  Benowitz).  See  AR  (VoL  709  Ref.  3). 
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smokers  compensate  to  obtain  a  dose  of  nicotine  that  satisfies  a  physiological  need.  This 
comment  does  concede,  however,  that  it  is  “hardly  news”  that  “the  phenomenon  of 
compensation  was  internally  ‘recognized’  or  ‘acknowledged’  by  tobacco 
manufacturers.”^^^  This  comment  also  argues  that  reductions  in  tar  and  nicotine  yields 
have  resulted  in  reductions  of  the  amount  of  nicotine  obtained  by  smokers.  On  the  other 
hand,  a  comment  from  a  public  health  organization  provided  additional  examples  of 
industry  statements  and  research  on  compensation.^^ 

FDA  has  reviewed  the  studies  relied  on  in  this  section  of  the  Jurisdictional  Analysis 
and  concludes  that  they  provide  a  wealth  of  evidence  that  the  tobacco  industry 
understands  that  smokers  compensate  to  obtain  a  desired  dose  of  nicotine.  The  contention 
that  these  studies  fail  to  demonstrate  compensation  cannot  be  supported.  For  example, 

BATCXD  researchers  stated  in  1984  that  “it  is  accepted  that  nicotine  is  both  the  driving 
force  and  the  signal  (as  impact)  for  ccanpensation  in  human  smoking  behavior.”’^^ 

A  large  number  of  additional  industry  studies  cited  by  FDA  found  that 
compensation  occurred  to  one  degree  or  another.  See  Jurisdictional  Analysis,  60  FR 
41659-41666.  Throughout  these  studies  and  conference  reports,  tobacco  company 
officials  consistently  recognize  that  compensation  behaviors  occur  to  adjust  nicotine  dose. 

The  public  health  organization  comment  provided  several  additional  examples  of  tobacco 
industry  acknowledgment  that  compensation  occurs  because  smokers  are  attempting  to 

Brown  &  Willianason  Tobacco  Corp.,  Comment  (Jan.  2, 1996),  at  40.  See  AR  (VoL  529  Ref.  104). 

American  Society  of  Addiction  Medicine,  Comment  (Dec.  29, 1995),  Table  6.  See  AR  (Vol.  528  Ref. 

97). 

Minutes  of  BATCO  Group  R&D  Smt^dng  Behaviour-Marketing  (Conference,  Session  III  (Jul.  9-12, 

1984),  at  56.  See  AR  (VoL  25  Ref.  325-1). 
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maintain  their  customary  nicotine  dose.  For  example,  a  1981  monograph  on  nicodne 

published  by  the  Tobacco  Advisory  Council  (an  industry  organization  of  which  BATCO 

was  a  member)  reviewed  the  evidence  on  compensation  and  concluded  that  while 

regulation  of  nicotine  intake  is  not  consistently  seen  in  every  study: 

Human  subjects  appear  to  modify  their  smoking  behaviour  to 
maintain  the  total  dosage  of  nicotine  when  they  smoke  cigarettes  of 
varying  nicotine  content . . .  Studies  of  nicotine  antagonists 
indicate  that  smokers  seek  an  effective  brain  level  of  nicotine  when 
modifying  their  smoking  behaviour.®^ 

Accordingly,  the  industry’s  research  amply  supports  FDA’s  conclusion  that  the 
tobacco  industry  knows  that  smokers  use  cigarettes  to  ^"compensate” — to  obtain  desired 
doses  of  nicotine. 

2.  '  One  comment  froth  a  tobacco  manufacturer  argues  that  “much”  of  the 
nicotine-related  research  did  not  result  in  alterations  to  marketed  products,  and  a  comment 
from  another  cigarette  manufacturer  argues  that  its  product  development  research  did  not 
result  in  the  addition  of  “extraneous  nicotine.” 

The  claim  that  some  of  the  industry’s  research  did  not  result  in  changes  to 
commercial-marketed  products  does  not  aU^  the  relevance  of  the  industry’s  research  to 
estaUishing  manufEicturers’  awareness  of  the  pharmacological  effects  of  nicotine.  As 
noted  above,  the  knowledge  produced  by  the  research  is  evidence  of  intended  use. 
Moreover,  there  is  a  great  deal  of  evidence  that  the  knowledge  was  acted  upon.  Even  the 
industry  comments  do  not  claim  that  none  of  the  research  was  acted  upon.  For  example, 
the  brands  of  cigarettes  advertised  as  lowest  in  tar  and  nicotine  have  the  highest 

Cohen  AJ,  Roe  JC  (Tobacco  Advisory  C!ouncil),  Monograph  on  the  ‘Pharmacology  and  Toxicology  of 
Nicotine’  (1981),  at  38  (citadcm  omitted).  See  AR  (VoL  34  583). 
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concentrations  of  nicotine  on  the  market,  reflecting  industry  to  ensure  that  nicotine  levels 
in  low-yield  products  do  not  fall  below  minimum  levels  that  consumers  will  accept  See 
section  n.C.4.a.,  above. 

Finally,  the  argument  that  none  of  the  product  development  research  resulted  in 
the  addition  of  “extraneous  nicotine”  to  commercial  cigarettes  is  irrelevant  to  establishing 
intended  use.  Whether  or  not  this  statement  is  true,  the  research,  in  and  of  itself, 
establishes  the  knowledge  of  tobacco  manufaaurers  that  nicotine  delivery  is  essential  to 
the  success  of  their  products.  In  addition,  the  evidence  shows  that  nicotine  has  actually 
been  manipulated  in  commercial  cigarettes,  demonstrating  that  tobacco  manufacturers 
have  not  merely  researched  but  have  taken  affirmative  steps  to  ensure  the  delivery  of  an 
adequate  dose  of  nicotine.  See  Jurisdictional  Analysis,  60  FR  41693-41733.  It  is  the  fact 
that  the  industry  has  manipulated  nicxxine  delivery,  rather  than  the  manner  in  which  it  is 
accomplished,  that  is  relevant  to  establishing  the  intended  use  of  these  products, 
c.  Comments  on  Nicotine  Manipulation  and  Control 
L  Comments  on  the  Use  of  High-Nicotine  Blends  in  Low-Yield  Cigarettes. 

1 .  The  cigarette  manufacturers  contend  that  the  use  of  high-nicotine  blends  in 
low-tar  cigarettes  does  not  affect  the  nicotine  delivery  of  these  cigarettes.  According  to 
the  manufacturers,  the  increase  in  nicotine  from  the  use  of  high-yield  blends  is  more  than 
offset  by  other  design  features,  such  as  a  reduction  in  the  total  mass  of  tobacco  in  the 
cigarette  and  increased  filtration  and  ventilation. 

The  Agency  disagrees.  It  is  beyond  reasonable  dispute  that  the  use  of  high- 
nicotine  blends  does  affea  nicotine  deliveries.  Indeed,  the  joint  comment  of  the 
manufacturers  acknowledge  this  point.  The  comment  concedes  that  “nicotine  content  of . 
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the  leaf’  is  one  of  the  “/actors  that  determine  the  nicotine  yield  in  the  cigarette  smoke 
Of  the  four  factors  that  the  comment  lists  as  determining  nicotine  yield,  two  of  the  factors 
— ^“the  blend  itself’  and  “the  percentage  of  processed  tobaccos”  — relate  directly  to  the 
concentration  of  nicotine  in  the  cigars  rod.  Similaily,  Alexander  Spears,  the  vice 
chairman  and  chief  operating  officer  of  Lorillard,  has  acknowledged  that  among  other 
factors,  ""the  nicotine  yield  of  a  cigarette  is  determined  by  the  nicotine  content  of  the 
tobacco.""^^^ 

Although  it  may  be  true  that  other  design  features  of  low-tar  cigarettes  reduce 
nicotine  deliveries,  the  use  of  high-nicotine  blends  is  designed  to  offset  those  reductions. 

Thus,  high-nicotine  blends  result  in  higher  nicotine  deliveries  than  would  be  provided  by  a 
low-tar  cigarette  that  did  not  use  such  blends. 

Moreover,  the  nicotine  yields  measured  on  an  FTC  smoking  machine  do  not 
accurately  predia  the  amount  of  nicotine  that  will  be  inhaled  and  absorbed  by  smokers 
because  smokers  of  low-yield  products  frequently  compensate  for  the  low  nicotine 
deliveries  by  inhaling  mc^  deeply  or  puffing  more  finequently.  See  Jurisdictional  Analysis, 

60  FR  41573-41574.  TTie  use  of  higher  nicotine  blends  in  low-yield  cigarettes  increases 
the  total  amount  of  nicotine  that  is  available  to  be  extracted  by  smokers. 


Joint  Commoit  of  Qgaiette  Manufactmets,  Comment,  (Jaa  2, 1996),  VoL  IV,  at  69  (emjduisis  added). 
5«tfAR(VoL535Rcf.%). 

^Id.anO. 

Speais  AW  (Lonllaid  Tobacco  Co.X  Factors  Affecting  Smoke  Delivery  of  Nicotine  and  Carbon 
Monoxide^  ptesented  at  the  197S  Synposium-NicotiDe  and  Caibcm  Dioxide  (Nov.  17-18, 1975X  in 
Symposium  Proceedings- 1 ^  12-18,  at  13  (emphasis  added).  See  AR(VoL  27  Ref.  395a). 
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2.  Brown  &  Williamson’ s  conMnents  concede  that  it  used  Y- 1 ,  a  high-nicotine 

tobacco,  in  marketed  cigarettes.  The  comments  assert,  however,  that  Y-1  “was  never 
used  by  B&  W  for  the  purpose  of  altering  the  ratio  of  nicotine  to  tar  in  the  smoke  of  any 
commercialized  brands.”’^^  What  is  beyond  dispute,  however,  is  the  original  purpose  of 
the  creation  of  Y-1.  As  described  in  section  II.C.3.c.iii.,  Brown  &  Williamson  developed 
Y-1  as  a  “blending  tool”  so  that  it  could  maintain  nicotine  levels  while  tar  levels  dropped. 

Y- 1  is  thus  a  central  example  of  product  research  and  development  to  enhance  nicotine 
deliveries. 

il  Comments  on  Nicotine  Deliveries  and  Nicotine-to-Tar  Ratios. 

1 .  The  cigarette  industry  asserts  in  its  comments  that  the  reduction  in  the 
nicotine  delivery  of  cigarettes  over  the  last  40  years  demonstrates  that  the  industry  has  not 
sought  to  control  or  manipulate  nicotine.  According  to  the  industry,  nicotine  deliveries 
have  dropped  by  60%  over  the  last  40  years.  The  industry  maintains  that  the  fact  that 
cigarette  manufacturers  have  reduced  nicotine  deliveries  shows  that  the  manufacturers  do 
not  control  or  manipulate  nicotine  deliveries  to  provide  a  pharmacologically  active 
dose  of  nicotine. 

The  Agency  agrees  that  nicotine  deliveries  as  measured  by  smddng  machines  have 
declined  over  the  last  40  years.  This  comparison  is  misleading,  however.  The  recent 
trends  show  that  nicotine  deliveries'have  stopped  declining  and  are,  in  fact,  increasing  — 
especially  in  low-tar  cigarettes.  From  1982  to  1991,  the  nicotine  deliveries  in  the  lowest- 
tar  category  of  cigarettes  increased  approximately  15%.  See  Jurisdictional  Analysis,  60 

Brown  &  Williamson  Tobacco  Corp.,  Comment  (Jan.  2, 1996),  at  32.  See  AR  (VoL  529  Ref.  104). 
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FR  41731.  Although  the  industry  maintains  that  “[njicotine  levels  follow  the  tar  level”  in 
“essentially  perfect  correlation”^'*^  and  that  this  correlation  shows  that  the  industry  does 
not  manipulate  nicotine,’^  nicotine  deliveries  did  not  follow  tar  deliveries  during  this 
period.  Rather,  while  nicotine  deliveries  were  increasing  from  1982  to  1991,  tar  deliveries 
declined  or  remained  essentially  flat.’^^ 

The  recent  trend  of  increasing  nicotine  deliveries  in  low-tar  cigarettes  supports  the 
Agency’s  finding  that  the  cigarette  manufacturers  have  controlled  and  manipulated 
nicotine  to  maintain  a  pharmacologically  active  dose.  The  trend  is  evidence  that  as  tar 
deliveries  dropped  to  low  and  ultra-low  levels  in  the  late  1970’s  and  the  1980’ s,  the 
manufacturers  took  steps  to  maintain  a  pharmacologically  active  nicotine  dose  by 
enhancing  nicotine  deliveries. 

The  overall  trend  in  nicotine  deliveries  is  also  fully  consistent  with — and  indeed 
corroborates — the  Agency’s  position.  Forty  years  ago,  cigarettes  delivered  over  2.5  mg 
of  nicotine  per  cigarette.^^  According  to  tobacco  industry  documents,  however,  nicotine 
deliveries  as  low  as  0.5  to  0.8  mg  per  cigarette  “provide  sufficient  nicotine  to  the  blood  to 
produce  the  stimulation  and  relaxation  effects  desired  by  the  smoker.”^^^  Thus,  nicotine 

Regulation  of  Tobacco  Products  (Part  1),  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce.  U.S.  House  of  Representatives,  103d  Cong., 

2d  Sess.  378  (Mar.  25, 1994)  (statement  of  Alexander  Spears).  See  AR  (VoL  707  Ref.  1). 

From  1982  to  1991,  nicotine  deliveries  increased  in  ultra-low-tar,  low-tar,  and  high-tar  cigarettes. 

Tar  deliveries,  however,  decreased  in  die  high-tar  and  low-tar  categories  and  increased  only  marginally 
(approximately  3%)  in  the  ultra-low-tar  category.  See  Jurisdictional  Analysis,  60  FR  41728-41731. 

Joint  Comment  of  the  Cigareue  Manufacture,  Comment  (Jan.  2, 1996),  Vol.  HI,  “Sales  Weighted 
Average  ‘Tar’  and  Smoke  Nicotine”(jraph.  See  AR  (VoL  535  Ref.  96). 

Senkus  M  (R.  J.  Reynolds  Tobacco  Co.),  Some  Effects  of  Smoking  (1976/1977),  at  12  (emphasis 
added).  See  AR  (Vol.  700  Ref.  593). 
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deliveries  could  be  reduced  significantly  from  1956  levels  without  interfering  with  the 
ability  of  cigarettes  to  satisfy  smokers’  addiction  and  to  provide  other  desired 
pharmacological  effects  of  nicotine. 

Once  nicotine  deliveries  neared  the  minimum  thresholds  identified  by  the  cigarette 
manufacturers,  however,  the  manufacturers  reversed  course  and  began  to  enhance  nicotine 
deliveries.  As  the  tobacco  industry  documents  in  the  record  indicate,  the  industry  feared 
that  at  these  low  levels,  cigarettes  might  not  deliver  sufficient  nicotine  to  smokers.  See 
section  n.C.3.,  above.  Consequently,  the  cigarette  manufacturers  began  to  take  measures 
to  raise  nicotine  deliveries,  such  as  using  nicotine-rich  tobacco  blends  in  ultra-low  tar 
cigarettes.  See  section  n.C.4.,  above.  The  trend  of  increasing  nicotine  deliveries  since 
1982  reflects  these  actions. 

.  Moreover,  the  Agency  disagrees  with  the  manufacturers  that  efforts  to  enhance 
nicotine  deliveries  will  necessarily  be  reflected  in  the  nicotine  deliveries  measured  by 
smoking  machines.  To  the  contrary,  the  evidence  in  the  record  indicates  that  some  of  the 
methods  used  by  the  cigarette  manufacturers  to  enhance  nicotine  deliveries  are  not 
reflected  in  the  measured  nicotine  deliveries.  The  use  of  “elasticity”  technologies,  such  as 
ventilation  systems  that  can  be  blocked  by  smokers,  is  one  example.  As  described  in 
section  II.C.4.b,  these  technologies  are  designed  to  allow  smokers  to  inhale  more  nicotine 
than  would  be  measured  by  a  smoking  machine.  Similarly,  the  use  of  ammonia 
technologies  to  liberate  “free”  nicotine,  which  is  described  in  section  n.C.4.c.,  has  effects 

BATCO  and  Philip  Morris  researchers  readied  similar  conclusions.  According  to  otc  BATCO  research 
study,  a  smoker’s  “nicotine  requirement”  is  “about  0.8  mg  per  cigarette.”  Notes  (m  the  BATCO  Group 
R&D  Conference  at  Duck  Key,  FL  (Jan.  12-18, 1974X  at  2.  See  AR  (Vol.  25  Ref.  327).  Likewise,  Philip 
Morris  researchers  recognized  drat  “[t]he  {diysiological  response  to  nicotine  can  readily  be  elicited  by 
cigarettes  delivering  in  the  range  of  1  mg  nicotine.”  Dunn  WL  (Philip  Morris  Inc.),  Motives  and 
Incentives  in  Cigarette  Smoking  (1972),  at  4.  See  AR  (VoL  12  Ref  133). 
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on  nicotine  absorption  that  are  not  reflected  in  the  nicotine  levels  measured  by  a  smoking 
machine. 

2.  The  cigarette  industry  criticizes  various  aspects  of  FDA’  s  methodology  in 
calculating  nicotine  deliveries.  The  industry’s  comments  assert  that  these  alleged 
methodological  problems  make  FDA’s  findings  of  increased  nicotine  deliveries  unreliable. 

The  Agency  disagrees  with  these  comments.  The  industry  itself  acknowledges  in 
its  comments  that  nicotine  deliveries  have  increased  among  the  lowest-tar  cigarettes.^^ 

This  acknowledgment  renders  most  of  the  industry’s  specific  methodological  objections 
irrelevant  because  it  confirms  the  Agency’s  finding  that  nicotine  deliveries  have  increa.sed 
in  the  ultra-low-delivery  category. 

Moreover,  the  specific  methodological  comments  of  the  cigarette  industry  are  not 
well  founded,  as  discussed  below. 

First,  the  cigarette  industry  is  mistaken  when  it  argues  that  FDA  chose  to  use  1982 
as  its  reference  year  to  distort  the  trends  in  nicotine  deliveries.  FDA  did  not  calculate 
these  deliveries.  Rather,  these  figures  were  calculated  by  the  Federal  Trade  Commission 
(FTC),  which  annually  reports  tar  and  nicotine  data  for  cigarettes.  The  FTC  began  its 
analysis  in  1982  because  this  was  the  first  year  in  which  computer-readable  data  was 
available  in  the  FTC  files. 

Second,  the  cigarette  industry  is  mistaken  when  it  suggests  that  the  FTC  did  not 
follow  the  approach  recommended  by  the  Surgeon  General  for  calculating  sales- weighted 
tar  and  nicotine  deliveries.  In  fact,  the  FTC  followed  this  approach. 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (JaiL  2, 19%),  Vol.  Ill,  at  206.  See  AR 
(Vol.  535  Ref.  %). 
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'rhird,  FDA  disagrees  that  brand  shifting  accounts  for  the  increase  in  nicotine  • 
deliveries  observed  in  the  data.  Brand  shifting  is  unlikely  to  significandy  affea  reported 
average  deliveries  because  brand  shifts  can  occur  in  both  directions  (and  so  tend  to  cancel 
each  other  out)  and  because  no  single  variety  of  cigarettes  has  a  sufficient  proportion  of 
the  sales  to  affect  category  averages. 

Moreover,  the  data  are  inconsistent  with  the  industry’s  brand-shifting  theory.  The  ^  ' 
data  show  that  tar  deliveries  have  either  declined  slightly  (high-  and  low-tar  categories)  or 
increased  slighdy  (ultra-low-tar  category),  while  nicotine  deliveries  have  increased 
significantly  in  these  categories.  If  brand  shifting  was  in  fact  causing  the  rise  in  nicotine 
deliveries  in  the  three  categories,  tar  deliveries  should  have  risen  similarly,  which  they  did 
not.  Most  significantly,  brand  shifting  cannot  explain  the  increase*  in  nicotine  deliveries 
that  was  observed  when  all  brands  (from  all  three  categories)  were  averaged  together. 

Fourth,  FDA  disagrees  that  normal  analytical  variation  explains  the  observed 
increases  in  nicotine  deliveries.  The  statistical  chance  that  analytical  variation  could 
explain  the  results  is  vanishingly  small.  To  begin  with,  the  laboratory  equipment  used  to 
measure  nicotine  and  tar  yields  produces  generally  consistent  results.  Hie  equipment  has 
20  ports,  four  of  which  are  dedicated  to  measuring  the  tar  ar^  nicotine  content  of 
“monitor  cigarettes”  to  guard  against  any  “drifting”  of  the  equipment. 

Moreover,  the  trends  reported  by  FDA  from  the  FTC  data  reflect  the  results  of 
literally  tens  of  thousands  of  individual  measurements  of  cigarettes.  The  reported  tar  and 
nicotine  yield  for  any  specific  cigarette  variety  in  a  given  year  is  the  average  of  the  test 
results  of  1(X)  individual  cigarettes.  The  average  tar  and  nicotine  yields  for  all  cigarette 
varieties  in  a  given  yield  category,  such  as  low-yield  cigarettes,  is  the  average  of  the 
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reported  tar  and  nicotine  yields  for  each  cigarette  variety  in  the  category.  Any  analytical 
variation  in  the  testing  of  individual  cigarettes  will  have  at  most  a  v^  small  effect  on  the 
averages  reported  from  so  large  a  sample  size. 

Fifth,  the  questions  raised  by  the  industry  regarding  the  origin  of  the  sales- 
weighted  data  are  groundless.  The  data  for  1984, 1985,  and  1986  came  from  the  FTC. 

Although  the  FTC  may  not  have  issued  a  report  on  tar  and  nicotine  deliveries  for  each  of 
those  years,  the  FTC  informed  the  Agency  that  it  did  nonetheless  collea  tar  and  nicotine 
data  for  these  years.  The  1991  and  1992  data  do  use  information  from  slightly  fewer 
brands  than  the  brands  listed  in  the  FTC’s  published  reports  for  those  years;  however,  the 
explanation  is  that  the  FTC  did  not  have  tar,  nicotine,  and  sales  data  for  every  single  brand 
listed  in  the  published  reports.  Only  those  brands  for  which  data  were  missing  were 
eliminated  by  the  FTC  in  calculating  the  sales- weighted  av^ges.  The  sales  data  used  by 
the  FTC  to  calculate  the  sales-weighted  averages  came  from  the  tobacco  manufacturers. 

Finally,  contrary  to  the  industry’s  assertion,  EDA  did  put  the  data  and  analysis  it 
relied  upon  in  the  administrative  tecord.^^’ 

Thus,  contrary  to  the  comments  of  the  industry,  FDA  finds  that  a  reasonable 
methodology  was  used  to  calculate  nicotine  deliveries. 

3.  Philip  Morris  asserts  that  it  has  few  cigarettes  with  an  enhanced  nicotineAar 
ratio  of  0.10,  compared  to  the  naturally  occurring  ratio  of  0.07.  The  company  argues  that 
this  is  evidence  that  it  does  not  design  its  cigarettes  to  enhaiK^  nicotine  deliveries.  Philip 
MOTris  further  asserts  that  two  Philip  Morris  brands  with  nicotine/tar  ratios  of 

^  See  Letter  from  Sdiultz  WB  (FDA),  to  Merrill  R  (Covingum  &  Burling)  (Dec.  27, 1995).  See  AR 
(VoL  711  Ref.  7). 
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approximately  0.10  analyzed  by  Rep.  Henry  A.  Waxman  and  cited  by  FDA  (Merit  Ultima 
and  regular  Benson  &  Hedges  filtered  cigarettes)  do  not  reflect  intentional  nicotine 
manipulation. 

The  Agency  disagrees  that  cigarettes  with  an  elevated  nicotine/tar  ratio  of  0.10  are 
uncommon.  In  1995,  for  instance,  over  90  varieties  of  cigarettes  had  a  nicotine/tar  ratio 
of  0.10  or  higher.^^  Particularly  among  ultra-low-tar  cigarettes,  there  are  many  examples 
of  cigarettes  with  relatively  enhanced  nicotine  deliveries  and  nicotine/tar  ratios.  Over  40% 
of  cigarettes  with  tar  deliveries  of  5  mg  or  less  have  an  enhanced  nicotine/tar  ratio  of  0.10 
or  greater.’^*  One  example  is  the  Merit  Ultima,  which  is  manufactured  by  Riilip  Morris 
and  has  a  nicotine/tar  ratio  of  0.10.’^^  Other  examples  are  RJR’s  Winston  Ultra  Lights 
lOO’s  and  king-size  Camel  Ultra  Lights,  which  have  tar  deliveries  of  0.5  mg  and  nicotine 
deliveries  of  0.5  mg,  resulting  in  a  nicotine/tar  ratio  of  0.10.’^^  The  deliveries  of  nicotine 
and  tar  in  the  Winston  Ultra  Lights  lOO’s  and  the  king-size  Ctoel  Ultra  Lights  are  exactly 
the  deliveries  that  RJR  researchers  recommended  to  produce  “a  low  tar  value”  while 
“maintaining  the  nicotine  as  high  as  possible.”^^  The  existence  of  low-tar  cigarettes  with 
relatively  elevated  nicotine  deliveries  is  compelling  evidence  that  cigarette  manufaaurers 
design  these  cigarettes  to  provide  enhanced  nicotine  deliveries. 

Federal  Trade  Commission,  Report  of  “Tar,  ”  Nicotine,  and  Carbon  Monoxide  of  the  Smoke  of  1107 
Varieties  of  Domestic  Cigarettes  (1995).  See  AR  (VoL  535  Ref.  96,  voL  FV.B). 

Id. 

^^^Id. 

Senkus  M  (RJ.  Reynolds  Tobacco  Co.),  Some  Effects  of  Smoking  (1976/1977),  at  10.  See  AR  (Vol. 

700  Ref.  593). 
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Moreover,  even  if  no  ultra-low-tar  cigarettes  had  a  nicotineAar  ratio  of  precisely 
0.10,  this  would  prove  very  little.  As  discussed  in  section  n.C.3.a.,  Philip  Morris’  product 
development  efforts  concluded  that  “the  optimum  nicotine  to  tar . . .  ratio  for  a  [low- 
delivery]  cigarette  is  somewhat  higher  than  that  occurring  in  smoke  from  the  natural  state 
of  tobacco.”®^^  This  research  did  not  conclude  that  the  “somewhat  higher^’  ratio  had  to  be 
a  ratio  of  0.10  (which  is  mote  than  40%  higher  than  the  “natural  ratio”  of  0.07)  or  greater. 
Consistent  with  Philip  Morris’  produa  development  recommendations,  most  of  the 
lowest-yield  cigarettes  do  in  fact  have  “somewhat  higher'’  nicotine/tar  ratios  of  0.08  or 
greater.  See  Jurisdictional  Analysis,  60  FR  41724. 

The  Agency  rejects  Riilip  Morris’  claim  that  the  enhanced  nicotineAar  ratio  of  0.10 
in  Merit  Ultima  can  be  explained  by  “the  ph^ics  of  low-yield  filtration  and  ventilation.”’^ 

FDA’s  own  analysis  has  shown  that  the  Merit  Ultima  uses  a  blend  richer  in  nicotine  than 
the  blends  used  in  either  the  Merit  Filter  1(X)’  s  or  the  Merit  Ultra  Lights.  See 
Jurisdictional  Analysis,  60  FR  41723-41724.  This  deliberately  chosen  nicotine-rich  blend 
contributes  to  the  elevated  nicotineAar  ratio  in  the  Merit  Ultima — apart  from  any  effects  of 
filtration  or  ventilatiotL  See  section  ILC.4.a.ii.  Moreover,  to  the  extent  that  filtration  and 
ventilation  contribute  to  the  elevated  nicotineAar  ratio,  this  effea  is  the  result  of  deliberate 
design  decisions.  See  section  n.C.4.b. 

The  Agency  is  also  not  persuaded  that  the  enhanced  nicotineAar  ratios  in  the 
regular  Benson  &  Hedges  filtered  cigarettes  can  be  dismissed  as  “minuscule  variations”  in 

Jones  B,  Houck  W,  Martin  P  (Hiilip  Mcnris  Inc.),  Low  Delivery  Cigarettes  and  Increased  Nicotine/T or 
Ratios,  A  Replication  (Oct  1975),  in  141  Cong.  Rec.  H8132  (daily  ed.  Aug.  1, 1995)  (emphasis  added). 
Se«AR(VoL711Ref.6). 

PhUip  Morris  Inc.,  Comment  (Jan.  2, 1996),  at  43.  See  AR  (VoL  519  Ref.  105). 
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tar  and  nicotine  deliveries.  A  statistical  analysis  of  the  cigarettes  prepared  for  and  released 
by  Rep.  Waxman  concluded  that  the  possibility  that  the  cigarette’s  enhanced  nicotine/tar 
ratio  could  be  explained  by  random  fluctuations  in  tar  and  nicotine  levels  was  virtually 
zero.’^^ 

iii.  Comments  on  Chemical  Manipulation. 

1 .  Comments  from  the  tobacco  industry  acknowledge  that  cigarette 

manufacturers  add  ammonia  compounds  to  tobacco.  However,  the  comments  argue  that 
the  addition  of  ammonia  does  not  have  pharmacological  significance  because  virtually  all 
nicotine  in  cigarette  smoke  is  absorbed  into  the  bloodstream  regardless  of  the  pH  of  the 
smoke;  because  substantial  amounts  of  ammonia  would  be  required  to  raise  smoke  pH 
from  6.0  to  7.5  or  8.0;  and  because  ammonia  compounds  do  not  increase  the  efficiency  of 
the  transfer  of  nicotine  from  the  tobacco  to  the  smoke. 

The  Agency  disagrees  with  these  comments.  They  conflict  with  the  evidence  from 
the  cigarette  industry  documents  in  the  record,  as  well  as  with  basic  scientific  principles. 

The  evidence  in  the  record  demonstrates  that  the  cigarette  manufacturers  add 
ammonia  compounds  to  cigarettes  to  produce  several  pharmacological  effects.  As 
described  in  the  industry  documents,  the  pharmacologically  significant  effects  of  adding 
ammonia  compounds  to  tobacco  are  (1)  to  increase  the  transfer  of  nicotine  from  the 
cigarette  to  the  smoke;  (2)  to  increase  the  rate  of  nicotine  absorption  in  the  mouth;  and  (3) 
possibly  to  increase  the  speed  of  nicotine  absorption  in  the  lungs.  See  section  n.C.4.c. 


Statement  of  Waxman  HA,  141  Cong.  Rec  H8009  (daily  ed.  M.  31, 1995).  See  AR  (VoL  27 
Ref.  376a). 
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Each  of  these  three  effects  of  adding  ammonia  compounds  is  significant  even  if  the 
industry  were  conect  that  the  lungs  absorb  virtually  all  of  the  nicotine  that  is  inhaled.^^ 

The  first  effect — increasing  the  transfer  of  nicotine  from  the  cigarette  to  the  smoke — ^is 
significant  because  it  increases  the  quantity  of  nicotine  delivered  to  the  lungs.  Most  of  the 
nicotine  in  a  cigarette  never  enters  the  mouth  of  a  smoker.  Rather,  it  is  trapped  in  the 
filter,  lost  to  the  atmosphere;  or  destroyed  or  decomposed  by  the  heat  of  the  cigarette. 

According  to  the  statement  of  Dr.  Farone,  the  former  Philip  Morris  Director  of  Applied 
Research,  however,  the  effea  of  adding  ammonia  compounds  is  “to  deliver  more  of  the 
available  nicotine  in  the  blend  to  the  smoker.”’^  Documents  from  the  American  Tobacco 
Company  make  a  similar  point,  asserting  that  the  use  of  alkaline  compounds  will 
“increas[e]  the  amount  of  nicotine  that  is  transferred  from  the  tobacco  to  the  mainstream 
smoke.”^*** 

The  second  effect  is  likewise  significant  regardless  of  the  efficiency  of  nicotine 
absorption  in  the  lungs.  This  effect  is  to  increase  the  amount  of  nicotine  that  the  smoker 


In  fact,  it  is  not  clear  that  the  lungs  absorb  virtually  all  the  nicotine  diat  is  inhaled.  Acccxding  to  (Hie 
researcher,  “[djepending  (m  inhaladcMD  patterns,  retention  times,  and  related  factcHS,  snudceis  may  letaiir 
anywhere  firom  30%  (m:  less  up  to  90%  (h^  more  of  the  total  nicotine  goierated  and  delivered  via  the 
inhaled  smcdte.”  Huber  GL,  Physical,  chemical,  and  biological  properties  of  tobacco,  cigarette  smc^  and 
other  tobacco  products.  Seminars  in  Respiratory  Medicine  1989;  10:297-332,  at  304.  See  AR  (VoL  333 
Ref.  5045). 

Armitage  AK,  DoUery  CT,  George  CF,  et  al..  AbscMption  and  metabolism  of  nicotine  from  (igaiettes, 
British  Medical  Journal,  1975:313-316,  at  315  (“[N]o  m(xe  than  25%  of  the  total  nicotine  (xmtait  of  die 
cigarette  is  likely  to  appear  in  the  mainstream  smoke.  Most  of  the  nicotine  is  lost  into  the  surrounding  air 
ami  sidestream  smoke  ch*  is  retained  in  the  butf’)-  See  AR  (VoL  131  Ref.  1462). 

^  Farone  WA  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  13.  See  AR  (VoL  638  Ref.  2). 

B(xlenhamer  NL  (American  TobaceoX  Leaf  Services  Monthly  R^rt  for  June  (Jun.  30, 1980).  See  AR 
(VoL  27  Ref.  385).  ‘ 
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absorbs  through  the  mouth— not  the  lungs.  Adding  ammonia  compounds  raises  the  pH  of 
the  tobacco  smoke.  See  section  II.C.4.C.  Accwding  to  RJR  researchers,  by  raising  pH  in 
a  low-tar  cigarette  from  just  6.0  to  6.5,  “you  increase  the  nicotine  transfer  in  the 
mouthr^^^ 

The  third  effect  is  a  possible  increase  in  the  speed  of  nicotine  absorption  in  the 
lungs.  The  increase  in  pH  caused  by  the  addition  of  ammonia  compounds  increases  the 
proportion  of  “free”  or  “extractable”  nicotine  in  the  smoke.  See  section  II.C.4.C. 

According  to  documents  from  BATCO,  Brown  &  Williamson’s  parent  company 
hypothesized  that  “with  a  higher  ‘extractable’  nicotine,  nicotine  reaches  the  brain  more 
quickly The  BATCO  researchers  further  postulate  that  “in  human  smoking  a 
difference  in  the  time  of  nicotine  absorption  of  tenths  of  a  second  may  be  important.”’*^ 

In  light  of  this  evidence  from  former  cigarette  industry  employees  and  the 
industry’s  own  documents,  the  industry’s  assertion  that  adding  ammonia  compounds  has 
no  pharmacological  significance  is  not  credible. 

The  tobacco  industry  comment  also  asserts  that  significant  quantities  of  ammonia 
compounds  are  needed  to  raise  the  pH  of  ^moke  from  6.0  to  7.5  or  8.0.  However,  no 
scientific  support  is  provided  for  this  assertion.  Moreover,  even  if  the  assertion  were 
correct,  it  would  be  largely  irrelevanL  Significantly  smaller  increases  in  smoke  pH  are 
likely  to  have  the  pharmacological  effects  described  above.  As  noted  above,  for  instance, 

Soikus  M  (R.J.  Reynolds  Tobacco  Co.),  Some  Effects  of  Smoking  (1976/1977),  at  7  (emphasis  added). 

AR  (VoL  700  Ref.  593). 

BATCO,  Further  Work  on  ‘Extractable’  Nicotine,  Southampton,  England  (1966),  at  7.  See  AR  (Vol. 

62  Ref.  308). 

Id.  2X9. 
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documents  from  RJR  conclude  that  simply  increasing  the  pH  of  smoke  from  6.0  to  6.5  is 
sufficient  to  increase  the  absorption  of  nicotine  in  the  mouth.’^^ 

The  Agency  further  disagrees  with  the  tobacco  industry  comment  that  the  pH  of 
cigarette  tobacco  has  no  bearing  on  the  efficiency  of  nicotine  transfer  from  the  tobacco  to 
the  smoke.  It  is  a  basic  scientific  principle  that  compounds  in  free  or  unbound  forms  are 
vaporized  more  readily  than  compounds  bound  together  in  salts  Studies  of  cocaine,  for 
instance,  show  that  when  cocaine  is  bound  as  a  salt  (as  in  cocaine  hydrochloride),  much  of 
the  cocaine  is  degraded  during  pyrolysis;  in  contrast,  when  the  cocaine  is  converted  to 
“free”  form,  the  transfer  of  the  cocaine  to  the  smoke  is  much  greater.^®’  The  tobacco 
industry  comment  provides  no  evidence  to  refute  these  basic  scientific  principles  or  to 
rebut  the  evidence  in  the  record  showing  that  the  conversion  of  nicotine  from  its  bound 
form  to  its  free  form  increases  the  transfer  of  nicotine  to  smoke.’®* 


Senkus  M  (R.  J.  Reynolds  Tobacco  Co.),  Some  Effects  of  Smoking  (1976A977),  at  7  (emphasis  added). 
See  AR  (VoL  700  Ref.  593). 

^  Morrison  RT,  Boyd  RN,  Organic  Chemistry,  2d  ed.,  1966,  in  Barnett  G,  (I!hiang  CN  eds.. 
Pharmacokinetics  and  Pharmacodynamics  of  Psychoactive  Drugs,  A  Research  Monograph,  Biomedical 
Publications,  2d  edition,  1985,  at  26.  See  AR  (VoL  711  Ref.  19).  ^ 

Co(dr  CE,  Jeffooat  AR,  Perez-Reyes  M,  I%armac(ddnetic  studies  of  cocaine  and  phencyclidine  in  man, 
in  Barnett  G,  Chiang  C!N  eds..  Pharmacokinetics  and  Pharmacodynamics  of  Psychoactive  Drugs,  A 
Research  Monograph,  Biomedical  Publicaticms,  2d  edititm,  1985,  at  64-65.  See  AR  (VoL  711  Ref.  16). 

After  die  close  of  the  comment  period,  FDA  recdved  a  series  of  RJR  documents  from  die  1970’s 
regarding  the  effect  of  pH  adjustments  on  nicotine  delivery.  These  documents  had  been  made  public  in  a 
lawsuit  involving  RJR.  Although  not  i^cessary  to  FDA’s  analysis,  these  documents  provide  further’ 
confirmatimi  that  cigarette  manufacturers  raise  the  pH  of  cigarette  smoke  to  increase  the  amount  of  ’Tree 
nicotine”  that  is  delivered  to  the  smoker,  and  that  this  increase  in  “free  nicotine”  has  a  pharmacological 
effect  One  of  these  documents  describes  RJR’s  finding  that  the  pH  levd  of  Marlboro  and  Kool  dgarettes 
had  risen  significandy,  with  corresponding  increases  in  “free”  nicotine  deliveries,  and  in  sales.  Teague  CE 
(RJRX  Implications  and  Activities  Arising  from  Correlation  of  Smoke  pH  with  Nicotine  Impact,  Other 
Smoke  Qualities,  and  Cigarette  Sales,  at  1-3.  See  AR  (VoL  711  Ref.  47).  The  document  states: 

In  essence,  a  cigarette  is  a  system  for  delivery  of  nicotine  to  the  smoker  in 
attractive,  useful  form  At  “normal”  smoke  pH,  at  or  below  about  6.0, 
essmtially  all  of  the  smoke  nicotine  is  chemically  combined  with  addic 
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substances  hence  is  non-volatile  and  relatively  slowly  absorbed  by  the  smoker. 

As  the  smoke  pH  increases  above  about  6.0,  an  increasing  proportion  of  the 
total  smoke  nicotine  occurs  in  “free  ”  form,  which  is  volatile,  rapidly  absorbed 
by  the  smoker,  and  believed  to  be  instantly  perceived  as  nicotine  “kick.” 

Id.  at  2  (emphasis  added).  The  document  continues: 

As  a  result  of  its  higher  smcdce  pH,  the  current  Marlboro,  despite  a  two-thirds 
reduction  in  smoke  “tar”  and  nicotine  over  the  years,  calculates  to  have 
essentially  the  same  amount  of  “free”  nicotine  in  its  smoke  as  did  the 
WINSTON.  Over  die  same  period,  with  some  reduction  in  smoke  pH  and  about 
two-thirds  reductions  in  smoke  “tar”  and  nicotine,  the  calculated  amount  of 
“free”  nicotine  in  WINSTON  smoke  has  decreased  by  about  two-thirds.  Thus, 
currently  the  calculated  amount  of  “free”  nicotine  in  Marlboro  smoke  is 
almost  three  times  the  amount  in  WINSTON  smoke. 

Id.  (en^hasis  added;  underscoring  in  original).  This  document  goes  on  to  describe  methods  of  increasing 
smoke  pH; 

Methods  which  may  be  used  to  increase  smoke  pH  and/or  nicotine  “kick” 
include;  (1)  increasing  the  amount  of  (strcmg)  burley  in  the  blend,  (2)  reduction 
of  casing  sugar  used  on  the  burley  and/or  blend,  (3)  use  of  alkaline  additives, 
usually  ammonia  compounds,  to  the  blend,  (4)  addition  of  nicotine  to  the  blend, 

(5)  removal  of  acids  from  the  blrad,  (6)  special  filter  systems  to  remove  acids 
from  or  add  alkaline  materials  to  the  smoke,  and  (7)  use  of  high  air  dilution 
filter  systems.  Methods  1-3,  in  combinatkm,  reixesent  the  I%ilip  Morris 
ai^roach,  and  are  under  active  investigatioa 

Id.dXA. 

A  document  entitled  “Outline  for  Smoke  pH  Presentation”  presents  fiirtha  data  on  the  increase 
in  pH  in  Marlboro  cigarettes  and  Kool  cigarettes.  Finding  that,  as  compared  to  RJR’s  Winston  brand, 
Marlboro  cigarettes  had  several  characteristics,  including  alkaline  stem  additives  and  ammonia-puffed 
leaf,  “all  combining  to  raise  smoke  pH,”  the  presentation  states; 

We  must  conclude  that  the  difference  between  Marlboro  and  Winsttm  must  be 

deliberate _ What  we  are  seeing  and  measuring  fits  what  we  know  about 

Philip  Morris  aiKl  Brown  and  MlliamscHi  {xxxhict  [Mkisophies.  They  appear 
to  design  products  primarily  to  deliver  optimum  nicotine  inqiact  and 
satisfaction— aiming  also  at  a  relatively  bland  stncdce,  letting  flavtx  fall  where  it  ' 
will.  ) 

Another  documoit  in  the  series  is  a  memorandum  to  lUR’s  Director  of  Marketing  and  Planning 
recommending  the  development  of  a  new  “youth-appeal”  brand  with  more  tar  and  nicotine.  Colby  FG, 
Cigarette  Concept  to  Assure  RJR  a  Larger  Segment  of  the  Youth  Market  (Dec.  4,  1973).  See  AR  (Vol. 

71 1  Ref.  47).  According  to  the  memorandum,  “any  desired  additional  nicotine  ‘kick’  could  be  easily 
obtained  through  pH  tegulatiotL” 

When  these  documents  were  made  public,  RJR  officials  responded  that  the  documents  are  not 
important  and  that  subsequent  studies  on  Marlboro  showed  tiiat  pH  levels  between  1973  and  1988 
declined,  while  sales  remained  steady  (x  increased.  Weinstein  H,  Documoits  tie  nicotine  levels,  cigarette 
sales,  Los  Angeles  Times,  A1  (May  23, 1996).  See  AR(VoL  711  Ref  18). 
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2.  Comments  from  the  tobacco  industry  argue  that  anunonia  compounds  are 
added  to  tobacco  to  enhance  the  flavor  characteristics  of  cigarette  smote  and  bind  the 
tobacco  together,  but  not  for  their  effect  on  nicotine.  The  Agency  disagrees  with  this 
comment  The  record  contains  numerous  internal  documents  that  indicate  that  the  effea 
of  adding  anunonia  compounds  is  to  change  the  delivery  or  absorption  of  nicotine.  For 
instance,  the  Brown  &  Williamson’s  1991  leaf  blending  manual  states  that  ^'lajmmonia, 
when  added  to  a  tobacco  blend,  reacts  With  the  indigenous  nicotine  salts  and  liberates 
free  nicotine""^  Similarly,  William  Farone,  the  former  director  of  applied  research  at 
Philip  Mortis,  states  that  ^^[tjhe  use  of  ammonia  chemistry  was  important  to  the  industry 
in  maintaining  adequate  nicotine  delivery  to  satisfy  smokers  The  industry’s  assertion 
that  the  use  of  anunonia  is  simply  for  taste  and  binding  cannot  be  reconciled  with  this 
evidence.  Even  if  ammonia  does  have  a  flavor  component,  this  fact  does  not  negate  the 
evidence  in  the  record  regarding  ammonia’s  effect  on  nicotine. 

The  tobacco  industry  cites  the  addition  of  ammonia  compounds  to  foods  as 
evidence  of  ammonia’s  role  in  flavor.  The  use  of  ammonia  compounds  in  foods,  however, 
is  not  dispositive  evidence  of  the  use  of  ammonia  compounds  in  tobacco,  because  the 
anunonia  compounds  in  cigarettes  are  burned  and  inhaled  rather  than  ingested.  Moreover, 
one  of  the  recognized  uses  for  anunonia  compounds  in  foods  is  “pH  control,”  21  CFR 


^Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  die  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong., 
2d  Sess.,  21  (Jun.  21, 1994)  (statement  of  David  Kessler)  (en^diasis  added).  See  AR  (VoL  709  Ref.  3). 

Farone  WA  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  13  (emphasis  added).  See  AR  (VoL  638  Ref.  2). 
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184.1 133-184.1 143,  which  is  the  same  use  of  ammonia  compounds  described  in  the 
internal  tobacco  company  documents. 

3.  Conunents  from  the  tobacco  industry  argue  that  FDA  has  taken  a 
contradictory  position  in  the  Jurisdictional  Analysis  by  finding  both  that  cigarette 
manufacturers  add  ammonia  compounds  to  increase  the  pH  of  tobacco  and  that  cigarette 
manufaaurers  add  acids  to  reduce  the  harshness  of  smoke. 

FDA’s  positions  are  not  inconsistent.  The  Jurisdictional  Analysis  found,  based  on 
the  evidence  then  available,  that  when  manufacturers  use  tobaccos  that  produce  naturally 
high  pH  levels  in  smoke  or  that  have  naturally  high  nicotine  contents,  the  manufacturers 
sometimes  face  the  problem  that  the  cigarette  smoke  contains  too  much  nicotine  and  is  too 
harsh.  In  these  situations,  the  record  indicates  that  manufacturers  have  developed  ways  to 
reduce  harshness,  including  lowering  pH.  See  Jurisdiaional  Analysis,  60  FR  4171 1- 
41713.  In  other  situations,  manufacturers  face  the  opposite  problem  of  cigarette  smoke 
that  may  not  deliver  enough  nicotine.  In  these  latter  situations,  the  record  indicates  that 
manufaaurers  will  enhance  nicotine  deliveries,  including  adding  ammonia  compounds  to 
raise  the  pH  of  the  tobacco  and  the  smoke,  which  increases  the  delivery  of  free  nicotine  to 
the  smoker.  See  section  n.C.4.c. 

4.  Brown  &  Williamson  makes  two  comments  regarding  chemical 
manipulation.  First,  Brown  &  Williamson  asserts  that  its  internal  documents  show  its 
knowledge  that  pH  level  does  not  affect  nicotine  delivery.  Second,  Brown  &  Williamson 
asserts  that  its  internal  documents  show  that  the  addition  of  anunonia  compounds  is  simply 
a  booster  of  smoke  “impact.” 
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The  Agency  disagrees  with  Brown  &  Williamson’s  characterization  of  its 
documents.  Contrary  to  Brown  &  Williamson’s  comment  the  administrative  record 
shows  that  researchers  working  for  Brown  &  Williamson  and  Brown  «&  Williamson’s 
parent  BATCO,  have  consistently  understood  that  pH  levels  affect  nicotine  delivery.  As 
early  as  1968,  BATCO  researchers  wrote  that  ^"[njicotine  retention  appears  to  be 
dependent  principally  on  smoke  pH  and  nicotine  content.^^^^  See  sections  II.C.3.c.i., 

ILC.3.c.iv.,  n.C.4,c. 

In  fact  one  of  the  documents  cited  by  Brown  &  Williamson  contradicts  its 
assertion.  In  a  passage  not  quoted  by  Brown  &  Williamson,  the  document  refers  to  the 
“p//  dependent  effect  of  nicotine,"'  further  underscoring  the  company’s  understanding  of 
the  relationship  between  pH  and  nicotine.’^^ 

The  Agency  does  agree  with  Brown  &  Williamson  that  the  1991  blenders 
handbook  links  the  addition  of  ammonia  compounds  to  the  “impaa”  of  smoke.  However, 
the  document  makes  it  clear  that  “impact”  is  simply  a  surrogate  term  for  nicotine  delivery, 
stating  that  the  ammonia  compounds  increase  ‘*the  ratio  of  extractable  nicotine  to  bound 
nicotine  in  the  smoke”;  that  “extractable  nicotine  contributes  to  the  impact  in  cigarette 
smoke”;  and  that  “this  is  how  ammonia  can  aa  as  an  inq)aa  booster.” 


BATCO,  The  Retention  of  Nicotine  and  Phenols  in  the  Mouth  (1968),  at  BW-W2-11691  (emphasis 
added).  See  AR  (VoL  445  Ref.  7593). 

Ayres  Q  (BATCO),  Notes  fiom  the  GR&IX!  Nicotine  Confermce,  in  Proceedings  of  the  Smoking 
Behaviour-Marketing  Clonference,  Sessitm  in  (JuL  9-12, 1984),  at  BW-W2-02642  (enq)hasis  added).  See 
AR  (Vol.  14  Ref.  172). 

Regulation  of  Tobacco  Products  (Part  3):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong., 

2d  Sess.  21  (Jun.  21, 1994)  (statement  of  David  Kessler).  See  AR  (VoL  709  Ref.  3). 
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iv.  Comments  on  Flavorings  and  Casings.  ^ 

1 .  The  cigarette  manufacturers  dispute  that  flavorings  and  casings  are 

sometimes  used  to  mask  the  unpleasant  sensory  characteristics  of  nicotine  in  cigarettes. 

The  tobacco  industry  claims  that  flavorings  and  casings  are  used  solely  to  affect  the  flavor 

and  aroma  of  the  cigarette.  ^ 

The  Agency  agrees  that  flavorings  and  casings  influence  flavor.  Nevertheless,  the 

record  shows  that  these  ingredients  have  another  use — ^that  of  masking  the  flavor  of  harsh 

high-nicotine  tobaccos.  In  the  Jurisdictional  Analysis,  the  Agency  cited  several  pieces  of 

evidence  showing  that  flavorings  and  casings  are  used  to  mask  nicotine.  See  60  FR 

4171 1-41714.  For  instance,  a  “flavorist”  for  RJR  wrote  that  “in  air-cured  tobaccos 

(cigar,  burley,  Maryland),  the  pH  of  smoke  is  generally  alkaline  and  the  flavor  effect  of 

nicotine  is  a  ‘harshness’  which  can  be  choking  and  unpleasant.”  In  these  tobaccos, 

according  to  the  flavorist,  “the  effect  of  nicotine  is  greatly  modified,  and  the  harshness  is 

dramatically  reduced _ by  addition  of  sugars ...  to  ‘mellow’  the  smoke.”’^^  None  of 

this  evidence  is  rebutted  by  the  cigarette  manufacturers. 

In  addition,  the  statement  of  William  Farone,  the  former  director  of  applied 

research  at  Philip  Morris,  confirms  that  flavorings  are  used  to  mask  the  harshness  of 

nicotine.  According  to  Farone’ s  statement 

77ie  tobacco  industry  found  that  in  the  manipulation  of  the  mcotine/tar  ratio,  the 
methods  used  to  increase  the  nicotine  to  tar  ratio  sometimes  resulted  in  a 
cigarette  that  was  too  harsh.  With  a  standard  nicotine/tar  ratio  in  a  traditional 
cigarette  no  flavor  smoothing  compounds  are  generally  needed  to  produce  a 

Leffmgwell  JC,  Nitrogra  components  of  leaf  and  their  relationship  to  smoking  quality  and  aroma. 

Recent  Advances  in  Tobacco  Science,  vol.  2,  at  9.  See  AR  (VoL  28  Ref.  450). 
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*  palatable  cigarette.  The  higher  tar  levels  in  traditional  cigarettes  mask  the 

harshness  of  nicotine  and  the  associated  compounds  produced  in  higher  nicotine  to 
tar  ratios.  A  low  tar  cigarette  with  a  higher  nicotine/tar  ratio  than  a  traditional 
cigarette  could  be  very  harsh  due  to  the  lack  of  sufficient  specific  tar  components 
to  mask  the  nicotine  and  related  basic  compounds.  To  overcome  the  harshness 
due  to  the  increased  hurley  in  the  blend,  the  industry  used  flavor  “smoothers. 

Thus,  the  evidence  in  the  record  supports  the  finding  in  the  Jurisdictional  Analysis 

that  the  cigarette  industry  sometimes  uses  flavorings  to  mask  the  harshness  of  nicotine  in 

cigarettes  with  nicotine-rich  tobacco  blends. 

2.  The  cigarette  manufacturers  cite  the  use  of  menthol  in  cigarettes  as 

evidence  that  they  do  not  use  flavorings  to  mask  the  effects  of  nicotine.  According  to  the  * . 

industry,  menthol  is  not  used  to  mask  the  effects  of  high-nicotine  tobaccos  because 

menthol  cigarettes  generally  have  nicotine  yields  that  are  lower  than  or  equal  to  regular 

cigarettes. 

The  Agency  rejects  this  argument.  The  evidence  before  the  Agency  indicates  that 
flavorings  like  cocoa,  sugars,  and  licorice,  which  produce  acids  in  smoke,  are  used  to 
mask  the  bitterness  or  harshness  of  nicotine.  See  Jurisdictional  Analysis  60  FR  4171 1- 
41714.  The  evidence  does  not  indicate  that  menthol  is  used  to  mask  harshness  of  tobacco. 
Consequently,  the  data  presented  by  the  industry  on  menthol  is  irrelevant  to  whether  other 
flavorants  are  used  to  mask  nicotine. 

V.  Comments  on  the  Consistency  of  Nicotine  Deliveries. 

1 .  The  cigarette  manufacturers  argue  that  the  ability  to  produce  cigarettes 
with  uniform  and  consistent  levels  of  nicotine  is  not  evidence  of  any  “intended  use.”  They 

Faione  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar,  8,  1996),  at  14-15  (emphasis  added).  See  AR  (VoL  638 
Ref.  2). 
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assert  that  blending  to  achieve  consistency  is  a  common  practice  among  manufacturers 
that  make  consumer  goods  from  agricultural  products. 

However,  the  remarkable  degree  of  consistency  in  nicotine  deliveries  achieved  by 
the  manufacturers  is  especially  relevant  to  the  issue  of  the  manipulation  and  control  of 
nicotine.  As  discussed  in  section  II.C.4.e.iii.,  above,  the  manufacturers’  precise  control 
over  nicotine  deliveries  refutes  the  manufactiuers’  assertion  that  “the  companies  do  not 
independently  ‘control’  for  or  ‘manipulate’  the  nicotine  content  in  any  of  their  blends.”^’’ 

Moreover,  the  manufacturers’  precise  control  over  nicotine  deliveries  is  consistent  with — 
and  conoborates — the  Agency’s  finding  that  manufacturers  intend  that  cigarettes  will  be 
used  for  pharmacological  purposes.  As  discussed  in  the  Jurisdictional  Analysis,  an  FDA 
laboratory  study  showed  that  nicotine  delivery  varies  so  little  from  lot  to  lot  of  cigarettes 
that  it  equals  or  exceeds  the  degree  of  control  exercised  by  pharmaceutical  companies 
over  the  aaive  ingredients  in  prescription  drugs.®’*  The  manufacturers’  precise  control 
over  nicotine  deliveries  enable  the  industry  to  ensure  that  consumers  can  use  cigarettes  to 
satisfy  addiction  or  to  obtain  other  pharmacological  effects. 

vi.  Comments  on  Breeding. 

The  comments  of  the  cigarette  industry  claim  that  the  cigarette  manufacturers  do 
not  manipulate  nicotine  through  plant  breeding  or  agronomic  practices.  While  the 
comments  make  several  valid  points  on  tangential  issues,  they  do  not  affect  the  basic 
conclusions  made  in  the  Jurisdictional  Analysis. 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  Vol.  V,  at  66.  See  AR  (VoL  535 
Ref.  96). 

FDA,  (Tenter  for  Drug  Evaluaticm  and  Research,  Division  of  Drug  Analysis,  Memorandum  on  Analysis 
of  Packages  of  Cigarettes  (Apr.  4, 1994).  See  AR  (VoL  29  Ref.  487). 
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1 .  Regarding  FDA’s  contention  that  American-grown  tobaccos  have  had 
increasingly  high  levels  of  nicotine  since  the  mid  1950’s,  the  comments  fault  FDA  for 
singling  out  the  years  1955  and  1980  for  comparison. 

The  Agency  reported  in  the  Jurisdictional  Analysis  the  change  in  nicotine  content 
between  1955  and  1980  because  those  were  the  years  analyzed  in  the  paper  by  DeJong 
cited  by  the  Agency.’^’  The  Agency  agrees  that  the  more  recent  data  from  the  North 
Carolina  Official  Variety  Trials,  as  submitted  by  the  conunents,  show  that  nicotine  content 
of  leaves  from  that  area  has  leveled  off  since  1980,  and  that  the  last  17  years  appear  to 
show  a  decrease  in  nicotine  levels.^*®  The  Agency  does  not  agree,  however,  that  it  should 
have  compared  nicotine  levels  in  the  1950’ s  to  nicotine  levels  in  1989,  as  suggested  by  the 
cigarette  manufacturers.  Unusually  low  nicotine  levels  were  recorded  in  1989  when 
compared  with  the  five  years  preceding  and  succeeding  it 

Other  articles  and  information  support  the  Agency’s  contention  that  the  nicotine 
content  of  domestic  tobacco  increased  from  the  1950’s  to  1980.  For  example,  one  study 
cited  by  a  comment  concluded  that  nicotine  levels  ‘^changed  dramatically”  from  the  mid- 
1950*s  to  the  early  1980’s  and  ascribed  the  increase  to  changes  in  production  practices.^*^ 


DeJoag  DW,  The  role  ctf  American  tobacco  leaf  chemistry  in  low-yield  cigarettes;  an  agricultural 
viewpoint  Tabak  Journal  International,  May  1985;376-383.  See  AR  (VoL  27  Ref.  401). 

Joint  Conunent  of  Cigarette  Manufacturers,  Comment  (Jait  2, 1996),  VoL  IV,  at  18.  See  AR  (VoL  535 
Ref  %). 

Bowman  DT,  Wemsman  EA,  Ctxbin  TC,  et  al..  Contribution  (rf  genetic  and  productitHi  technology  to 
ICMig-term  yield  and  quality  gains  in  flue-cured  tobacco,  Tobacco  Science  1984;28:30-35,  at  34-35.  See 
AR  (VoL  535  Ref  96,  voL  IV. A). 
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In  addition,  Earl  Wemsman  of  North  Carolina  State  University  told  the  Agency  that 
nicotine  levels  have  increased  over  the  past  30  years.^*^ 

The  Agency,  however,  does  not  agree  with  the  industry’s  claim,  that  “FDA’s 
reliance  on  the  DeJong  data,  together  with  the  Agency’s  total  failure  to  acknowledge 
contrary  data  from  equally  or  more  authoritative  sources,  reflects  a  general  strategy  of 
selective  and  biased  citation  from  the  scientific  literature.’-’^*^  In  fact,  both  sets  of  data 
reflect  rising  nicotine  levels  in  tobacco  from  the  mid  1950’s  through  1980. 

2.  The  cigarette  industry  coimnents  assert  that  the  manufacturers  have 
rejected  high-nicotine  tobacco  crops  produced  during  drought  years.  According  to  the 
industry,  this  rejection  of  high-nicotine  crops  shows  that  the  manufacturers  do  not  seek  to 
manipulate  nicotine  through  breeding  high-nicotine  tobaccos. 

The  Agency  does  not  agree  that  any  reliable  inference  can  be  drawn  from  the 
rejection  of  tobacco  crops  in  drought  years.  This  evidence  establishes  only  that  nicotine 
content  can  on  occasion  rise  too  high  for  the  manufacturers’  use.  The  Agency  has  never 
maintained  that  nicotine  levels  could  not  reach  excessive  levels.  To  the  contrary,  as 
discussed  in  the  Jurisdictional  Analysis,  the  Agency  recognizes  that  too  much  nicotine  in  a 
cigarette  can  make  the  cigarette  too  harsh,  requiring  the  use  of  flavors  and  casings  to  mask 
the  harshness.  5ee  60  FR  41712-41713. 

3 .  The  cigarette  industry  comments  raise  a  number  of  issues  regarding  FDA’ s 
discussion  of  the  Minimum  Standards  Programs  (MS P’s).  The  comment  claims  that 

Memorandum  of  Mar.  22, 1994,  teleconference,  from  Murray  M,  to  Wemsman  E  (Mar.  23, 1994). 

See  AR  (VoL  256  Ref.  3459). 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (Jan.  2,  1996),  Vol.  IV,  at  9.  See  AR  (VoL  535 
Ref  96). 
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“PDA  has  mischaracterized  the  nature,  purpose  and  effect  of  the . . .  MS  P’s  by  claiming 
that  the  MSP’s  were  designed  to  ensure  that  nicotine  levels  did  not  fall  below  a  specified 
level,”  and  that  by  “minimizing  the  role  of  the  USDA,  tobacco  breeders,  and  State 
Extension-Research  Services,  IDA  mischaiacterizes  the  tobacco  industry’s  participation  in 
these  programs  as  ‘controlling. The  comment  argued  that  the  cigarette  manufarturers 
do  not  control  the  MS  P’s,  that  the  MSP’s  are  not  designed  to  maintain  nicotine  above  a 
specified  level,  and  that  the  MSP’s  prevent  the  introduction  of  high-nicotine  varieties  into 
cultivation. 

The  Agency  does  not  find  compelling  any  of  the  arguments  raised  by  the  comment 
that  were  intended  to  dispute  the  two  most  significant  findings  of  the  Agency  regarding 
MSP’s:  that  they  are  used  to  ensure  that  nicotine  levels  do  not  fall  below  a  specified  level, 
and  that  the  cigarette  manufacturers  are  active  participants  in  the  program. 

The  comment  points  out  that  there  are  a  variety  of  purposes  of  the  MSP’s,  and 
argues,  that  therefore  it  is  incorrea  for  IDA  to  claim  that  their  purpose  is  “to  ensure  that 
nicotine  levels  in  marketed  tobacco  do  not  fail  below  specified  levels.”^*^  FDA  agrees  that 
the  MSP’s  have  purposes  in  addition  to  controlling  nicotine  levels.  However,  the  faa 
remains  that  the  MSP’s  help  ensure  that  nicotine  levels  in  marketed  tobacco  do  not  fiill 
below  the  level  in  acceptable  tobacco  varieties.  DeJong  made  this  point  dear  when  he 
wrote  that  “the  first  minimum  standards  programme  was  initiated  in  1964. . . .  Discount  or 
low-nicotine  cultivars  had  previously  been  declared  outside  the  price  support  systenL”^*^ 

Id.  at  18-19  (en^^iasis  added). 

’“W.  at  21-22. 

DeJong  DW,  The  role  of  American  tobacco  leaf  chemistry  in  low-yield  cigarettes:  an  agricultural 
viewpoint,  Tabak  Journal  International,  May  1985:382  (emi^asis  a<Med).  See  AR  (VoL  27  Ref.  401). 
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FDA’s  point,  which  is  not  disputed  by  the  comment,  is  that  the  discount  and  MSP 
programs  discourage  the  planting  of  varieties  that  accumulate  unusually  low  levels  of 
nicotine. 

FDA  believes  that  it  appropriately  characterized  the  industry’s  role  in  the  MSP’s. 

The  agency  noted  that  the  MSP’s  are  administered  by  the  US  DA.  See  Jurisdictional 
Analysis,  60  FR  41697.  In  stating  that  the  manufacturers  exert  control  over  the  MSP’s, 
the  Agency  did  not  imply  that  they  exert  sole  control  over  all  aspects  of  the  programs. 

The  manufacturers  do,  however,  each  have  a  vote  on  the  MSP  coimnittees  that  set  up  the 
rules  and  administer  the  programs.  They  also  represent  by  far  the  largest  economic  bloc 
on  those  conunittees. 

4.  The  cigarette  industry  asserts  that  the  cigarette  manufacturers  do  not 
control  the  agronomic  practices  used  by  tobacco  farmers  for  the  purpose  of  increasing  the 
nicotine  content  of  tobacco.  The  comment  maintains  that  all  of  the  agronomic  practices 
cited  by  the  Agency  as  raising  nicotine  levels  provide  significant  advantages  to  the  farmer 
completely  independent  of  any  nicotine-enhancing  properties.  The  comment  also  notes 
that  some  agronomic  practices,  such  as  irrigation,  decrease  nicotine  content,  and  that 
recommendations  regarding  other  practices,  such  as  decreasing  the  use  of  nitrogen  from 
the  very  high  levels  that  were  used  for  a  few  years,  also  result  in  decreased  nicotine  levels. 

The  Agency  generally  agrees  with  the  comment  on  these  points.  The  Agency 
never  stated,  and  did  not  mean  to  imply,  that  cigarette  manufacturers  exert  direct  control 
over  tobacco  farmers  or  breeders.  The  Agency  also  agrees  that  farmers  do  not  use 
nicotine-elevating  agricultural  practices  exclusively  for  the  purpose  of  elevating  nicotine 
levels.  The  Agency  is  aware  that  farmers  choose  the  agricultural  practices  they  use  for  a 
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variety  of  purposes.  Nevertheless,  DeJong  noted  that  “[h]eavy  application  of  nitrogen 
fertilization,  early  toping  and  tight  chemical  sucker  control  all  acted  in  concert  to  push  - 
alkaloid  levels  upward.”^’ 

In  any  case,  the  Agency’s  fundamental  point  regarding  tobacco  breeding  and 
farming  is  that  tobacco  leaves  sold  in  the  U.S.  contain  adequate  levels  of  nicotine  to  enable 
the  manufacturers  to  maintain  nicotine  delivery  in  their  products  at  the  levels  diey  choose. 

When,  in  the  early  and  mid-1950’s,  farmers  grew  a  preponderance  of  low-nicotine 
tobaccos,  programs  were  set  up  to  ensure  that  farmers  would  no  longer  grow  such 
tobaccos.  Since  that  time,  manufacturers  have  had  no  difficulty  purchasing  tobaccos  that 
provide  the  levels  of  nicotine  that  they  need  for  their  products.  And  in  at  least  one  well- 
documented  case.  Brown  &  Williamson  doubled  the  nicotine  content  of  one  variety  of 
flue-covered  tobacco  as  a  “blending  tool”  for  use  in  low-tar  cigarettes.  This  “Y-l” 
tobacco  was  designed  to  enable  the  company  to  maintain  nicotine  levels  while  lowering 
the  tar  content  of  cigarettes.  See  section  n.C3.c.iii.,  above. 

viL  Comments  on  Leaf  Purchasing. 

1 .  The  cigarette  manufacturers  assert  that  over  time  there  has  been  no 

increase  in  the  nicotine  content  of  the  tobacco  they  purchase.  The  manufacturers  argue 
this  is  evidence  that  they  do  not  use  nicotine  content  as  a  principal  factor  in  leaf  selection. 

t 

The  Agency  disagrees  with  the  manufacturers’  factual  assertion  regarding  trends  in 
nicotine  content  The  evidence  in  the  record  indicates  that  the  nicotine  content  has 
increased  in  the  tobacco  purchased  by  cigarette  manufacturers.  As  pointed  out  in  the 
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Jurisdictional  Analysis,  the  nicotine  content  in  American  tobaccos  of  all  types  has 
increased  since  the  1950’s.  60  FR  41696-41697.  Moreover,  a  1978  article  submitted  by 
the  Tobacco  Institute  and  entitled  “Genetic  Manipulation  for  Tailoring  the  Tobacco  Plant 
To  Meet  the  Requirements  of  the  Grower,  Manufacturer,  and  Consumer”  states  that  “fi ]n 
the  United  States  th^ demand  for  lower  stalk  flue-cured  tobacco  has  decreased'"^^  This 
confirms  the  existence  of  a  trend  first  described  by  USDA  officials  in  congressional 
testimony  in  the  late  1950’ s.  See  section  n.C.4.a.i.,  above.  At  that  time  USDA  indicated 
that  the  tobacco  industry  had  “moved  up  the  stalk”  in  blending  tobaccos  by  using  the 
higher  nicotine  leaves  in  the  upper  part  of  the  tobacco  plant.’*’ 

2.  The  cigarette  manufacturers  also  assert  that  they  have  rejected  high- 
nicotine  tobaccos.  Again,  they  claim  that  this  is  eviderice  that  they  do  not  use  nicotine 
content  as  a  principal  factor  in  leaf  selection. 

The  Agency  disagrees  with  the  manufacturers’  argument  As  noted  above  in 
section  II.C.6.c.vi.,  the  Agency  recognizes  that  too  much  nicotine  in  a  cigarette  can  make 
the  cigarette  too  harsh. 

3.  In  its  comments,  Brown  &  Williamson  disputes  that  it  regularly  adjusts  the 
stalk  position  of  its  leaf  purchases  during  the  buying  season  based  upon  the  results  of 
nicotine  analyses.  The  company’s  response,  however,  conflicts  with  the  information 


Chaplin  JF,  Genetic  manipulation  for  tailoring  the  tobacco  plant  to  meet  the  requirements  of  die 
grower,  manufacturer,  and  consumer.  Bulletin  D’Information  Coresta  1978;17-3^  at  21  (en^hasis 
added).  See  AR  (Vol.  535  Ref.  96). 

Hearings  on  False  and  Misleading  Advertising  (filter-tip  cigarettes).  Subcommittee  on  Government 
Operations,  U.S.  House  of  Representatives,  85th  Cong.  IstSess.  189  (Jul.  1957).  See  AR  (VoL  172  Ref. 
2035). 
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provided  to  FDA  by  company  employees  during  FDA’s  May  1994  visit  to  Brown  & 

Williamson.  Jurisdictional  Analysis,  60  FR  41705.  Moreover,  Brown  &  Williamson 
provides  no  affidavits  or  other  documentary  evidence  to  support  its  comment. 

viii.  Comments  on  Reconstituted  Tobacco. 

1 .  '  The  cigarette  manufacturers  assert  diat  they  do  not  use  reconstituted 
tobacco  to  manipulate  or  control  nicotine  levels.  As  evidence  of  this  point,  they  argue  that 
nicotine  levels  in  reconstituted  tobacco  are  lower  than  those  in  most  tobacco  blends. 

The  Agency  disagrees  with  the  argument.  Evidence  in  the  record  shows  that 
reconstituted  tobacco  is  used  by  cigarette  manufacturers  as  a  site  for  the  addition  of 
anunonia  compounds.  According  to  an  article  in  the  Wall  Street  Journal,  an  internal 
Brown  &  Williamson  handbook  describes  the  “nicotine  pick-up  potential”  of  ammonia  in 
reconstituted  tobacco.^  The  article  also  states  that  ammonia  added  to  reconstituted 
tobacco  can  scavenge  nicotine  frmn  the  tobacco  in  the  rest  of  the  cigarette,  significantly 
increasing  the  level  of  “free  nicotine”  in  the  cigarette. 

2.  The  cigarette  manufacturers  assert  that  they  do  not  closely  monitor  and 
control  the  level  of  nicotine  in  reconstituted  tobacco. 

The  Agency  disagrees  with  this  assertion.  The  record  shows  that  finished 
cigarettes  contain  precisely  controlled  and  consistent  nicotine  levels.  See  Jurisdictional 
Analysis,  60  FR  41732.  Because  reconstituted  tobacco  is  a  significant  ingredient  in  * 

finished  cigarettes,  the  precise  control  over  nicotine  in  the  finished  cigarettes  could  not  be 

^  Beedman  AM,  Tobacco  firm  shows  how  ammonia  spurs  delivery  of  nicotine,  Wall  Street  Journal 
(OcL  18, 1995),  Al.  See  AR  (VoL  639  Ref.  2). 
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achieved  unless  the  manufacturer  also  precisely  controlled  the  nicotii^  level  in 
reconstituted  tobacco.  Without  such  precise  control,  the  wide  variations  in  the  nicotine 
levels  of  the  tobacco  stems  and  other  raw  ingredients  of  reconstituted  tobacco  would 
produce  significant  variations  in  the  nicotine  content  of  reconstituted  tobacco  and  the 
finished  cigarettes. 

ix.  Other  Comments. 

1 .  The  Agency  found  in  the  Jurisdictional  Analysis,  based  on  the  evidence 
then  available,  that  cigarette  manufacturers  sometimes  increase  the  degree  to  which  the 
“tipping  paper,”  which  is  wrapped  around  the  filter,  is  extended  over  the  tobacco  rod.  See 
60  FR  41721.  One  study  cited  by  the  Agency  reported  that  this  increased  “overwrap” 
reduced  the  nicotine  deliveries  reported  by  the  FTG  testing  method  (because  the  test 
protocol  requires  stopping  the  test  when  the  cigarette  is  smoked  to  within  3  millimeters  of 
the  tipping  paper),  while  allowing  smokers  to  increase  their  nicotine  intake  above  the 
reported  levels  (by  smoking  the  tobacco  under  the  overwrap).^^ 

The  manufacturers  raise  a  number  of  qi^tions  about  the  data  on  whidi  FDA 
relied  and  seek  to  depict  FDA’s  discussion  of  the  overwrap  width  as  speculative.  In  most 
cases,  however,  the  information  that  would  answer  the  questions  raised  by  the 
manufacturers  is  within  their  control,  but  is  nevertheless  not  provided. 


Giunberg  NE,  Morse  DE,  Maycock  VA,  et  al..  Changes  in  overwrap  and  butt  length  of  Amaican  filter 
cigarettes,  NY  State  Journal  of  Medicine  Ju\.  19%5\310-312.  AR  (VoL  29  Ref.  478). 
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For  example,  the  manufacturers  ai^gue  that  smokers  do  not  smoke  the  overwrap 
because  it  is  unpalatable,  but  they  do  not  provide  evidence  to  support  this  assertion 
despite  the  faa  that  the  extensive  consumer  testing  conducted  by  the  ihanufaaurers 
undoubtediy  provides  the  information  necessary  to  resolve  whether  the  overwrap  is 
smoked  and  whether  it  is  palatable.  The  manufacturers  also  argue  that  the  increase  in 
overwrap  width  found  in  many  cigarettes  would  not  increase  the  amount  of  nicotine 
available  to  smokers  if  the  bum  rate  of  the  cigarette  were  simultaneously  increased.  TTie 
bum  rate  of  cigarettes  is  information  known  to  the  cigarette  manufaaurers  but  not  to 
FDA.  Yet  the  manufocturers  fail  to  provide  information  on  bum  rate  that  would  permit 
resolution  of  the  issue  they  raise. 

Moreover,  although  the  manufaaurers  deny  that  the  overwrap  has  been  widened 
to  increase  availability  of  nicotine,  they  offer  no  alternative  explanation  for  the  increase 
found  in  the  study  relied  on  by  FDA.  In  light  of  the  ease  with  which  the  manufacturers 
could  have  provided  the  information  necessary  to  show  that  the  overwrap  is  not  used  to 
provide  elasticity,  and  their  failure  to  provide  it,  FDA  concludes  that  the  evidence 
supports  the  finding  made  in  the  Jurisdictional  Analysis.  Nevertheless,  only  additional 
information  can  help  determine  whether  an  increase  in  the  tipping  paper  reduces  the 
accuracy  of  the  FTC  measurement 

2.  The  cigarette  manufacturers  assert  that  the  faa  that  they  may  hold  patents 
permitting  them  to  carefully  manipulate  and  control  nicotine  does  not  prove  that  they 
aaually  do  so.  They  also  argue  that  patents  are  submitted  by  individual  employees  and 
that,  as  such,  they  are  not  evidence  of  the  company’s  intentions. 
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FDA  cited  the  multitude  of  patents  held  by  tobacco  manufacturers  on  methods  of 
manipulating  nicotine  delivery  as  additional  evidence  that  the  manufacturers  have  engaged 
in  extensive  research  to  develop  methods  to  optimize  nicotine  delivery.  The  fact  that  the 
manufaaurers  have  invested  considerable  resources  in  developing  means  of  manipulating 
and  controlling  nicotine  deliveries,  including  developing  and  acquiring  patents, 
demonstrates  that  the  manufacturers  seek  to  be  able  to  manipulate  and  control  nicotine 
deliveries  and  have  in  fact  “designed”  and  “planned”  methods  of  doing  so.  This  evidence 
is  relevant  to  establishing  the  manufacturers’  intentions.  In  light  of  the  large  number  of 
patents  held  by  the  industry  with  the  conunon  goal  of  manipulating  nicotine  delivery,  the 
argument  that  all  of  these  patents  were  obtained  by  individual  employees  working  without 
the  direction  of  the  manufacturers  is  not  credible. 

3.  In  the  Jurisdictional  Analysis,  the  Agency  found  that  the  failure  of  the 

cigarette  manufacturers  to  remove  nicotine  from  cigarettes  was  evidence  that  the 
«* 

manufacturers  intend  their  products  to  provide  the  pharmacological  effects  of  nicotine. 

See  60  FR  41779^1787.  In  their  comments,  however,  the  cigarette  manufacturers  assert 
that  they  do  not  have  the  capacity  to  manufacture  an  acceptable  denicotinized  cigarette 
and,  even  if  they  did,  this  would  not  establish  that  the  manufacturers  intend  to  affea  the 
struaure  or  function  of  the  body. 

In  the  Agency’s  view,  the  failure  of  denicotinized  cigarettes  in  the  marketplace  is 
further  evidence  of  the  essential  role  of  nicotine  in  cigarettes.  The  fact  that  efforts  to 
introduce  denicotinized  cigarettes  have  failed  demonstrates  that  consumers  smoke 
cigarettes  primarily  to  obtain  the  pharmacological  effects  of  nicotine.  Moreover,  evidence 
that  a  manufacturer  has,  but  does  not  use,  technology  that  could  remove  a 
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pharmacologically  active  ingredient  from  its  product  is  relevant  evidence  that  the 
manufacturer  intends  that  the  product  will  have  pharmacological  effects  upon  consumers. 

The  manufacturers’  assertion  that  denicotinized  cigarettes  have  failed  because  of 
inadequacies  in  the  denicotinizing  technologies  is  not  supported  by  the  evidence  in  the 
record.  To  the  contrary,  the  record  contains  abundant  evidence  that  the  reason  a 
denicotinized  cigarette  will  not  succeed  is  because  it  fails  to  provide  the  pharmacological 
effects  sought  by  consumers.  For  instance,  an  RJR  document  asserts  that  “a  zjero  nicotine 
cigarette . . .  really  has  no  potential  to  provide  smoldng  satisfaction.  It  produces  no  taste 
in  the  mouth,  but  even  more  seriously  it  fails  to  provide  the  ultimate  sati^action  in  the 
lungs:'^^^ 

4.  The  cigarette  manufacturers  argue  that  the  evidence  in  the  administrative 
record  does  not  establish  that  they  add  “extraneous”  nicotine  to  cigarettes.  According  to 

the  manufacturers,  the  failure  of  the  Agency  to  demonstrate  that  they  add  extraneous 

•  *• 

nicotine  means  that  the  Agency  has  not  demonstrated  that  the  manufacturers  manipulate 
and  control  nicotine. 

The  Agency  disagrees.  The  administrative  record  contains  abundant  evidence  that 
tobacco  manufacturers  can  manipulate  and  control  nicotine  deliveries  without  adding 
extraneous  nicotine.  TTie  record  before  the  Agency  demonstrates  that  the  manufacturers 
have  developed  and  used  many  techniques  to  manipulate  and  control  nicotine,  and  few  of 
them  involve  the  addition  of  extraneous  nicotine.  These  techniques  are  discussed  in  detail 
in  section  ILC.4.,  above  and  include  using  nicotine-rich  blends  in  low-yield  cigarettes, 

^  Senkus  M  (RJ.  Reynolds  Tobacco  Co.X  Some  Effects  of  Smoking  (1976/1977),  at  9  (emphasis  added). 

See  AR  (VoL  700  Ref.  593). 
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using  filtration  and  ventilation  techniques  that  selectively  remove  more  tar  than  nicotine, 

and  chemical  manipulation  to  increase  free  nicotine  deliveries.  All  of  these  techniques 

manipulate  and  conUDl  nicotine  deliveries;  all  of  them  facilitate  consumer  use  of  cigarettes 

for  pharmacological  purposes;  and  none  of  the  techniques  require  the  addition  of 

extra'neous  nicotine. 
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D.  THE  STATEMENTS,  RESEARCH,  AND  ACTIONS  OF  THE 

SMOKELESS  TOBACCO  MANUFACTURERS  SHOW  THAT  THE 
MANUFACTURERS  INTEND  THEIR  PRODUCTS  TO  AFFECT  THE 
STRUCTURE  AND  FUNCTION  OF  THE  BODY 

In  sections  n.A.  and  ILB.,  above,  the  Agency  concluded  that  smokeless  tobacco  is 
“intended”  to  affect  the  structure  and  function  of  the  body  on  the  basis  of  the  foreseeable 
pharmacological  effects  and  uses  of  smokeless  tobacco  and  its  widespread  actual  use  by 
consumers  for  pharmacological  purposes.  In  this  section,  the  Agency  considers  a  third 
category  of  evidence  of  intended  use:  the  statements,  research,  and  aaions  of  the  smokeless 
tobacco  manufacturers. 

The  administrative  record  includes  considerable  evidence  of  the  smokeless  tobacco 
manufacturers’  statements,  research,  and  manufacturing  praaices.  Much  of  this  evidence  has 
only  recently  become  available  as  the  result  of  the  Agency’s  investigation,  congressional 
hearings,  and  other  investigations  and  sources.  As  discussed  in  section  n.C.l.,  above,  this 
evidence  of  the  statements,  research,  and  actions  of  the  manufacturers  is  part  of  the  relevant 
objective  evidence  that  the  Agency  may  rely  upon  in  determining  a  product’s  “intended  uses.” 
The  Agency’s  role  in  making  these  determinations  is  that  of  a  fact  finder.  The  Agency’s  fact¬ 
finding  task  has  been  made  mote  difficult  by  the  manufacturers’  general  refusal  to  cooperate 
with  the  Agency’s  investigation.  In  particular,  the  manufacturers  failed  to  provide  FDA  with 
information  and  documents  requested  by  the  Agency  in  July  1994  regarding  the  role  of 
nicotine  in  smokeless  tobacco.^^  This  lack  of  cooperation  has  made  the  Agency’s 
investigation  more  difficult  The  limited  number  of  company  documents  provided  by  the 


See,  e.g.,  L^ter  fix>ni  CheseoKHe  RG  (FDA)  to  Gierw  V  (U.S.  Tobacco  CcHupany)  Jul.  19, 1994.  See  AR 
(VoL54Ref.619). 
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manufacturers  with  their  comments  sheds  little  light  on  the  role  of  nicotine  in  smokeless 
tobacco  and  does  not  significantly  change  the  evidence  in  the  record. 

The  Agency  made  extensive  findings  based  on  the  evidence  then  before  it  regarding 
the  statements,  research,  and  actions  of  the  smokeless  tobacco  manufacturers  in  the 
Jurisdictional  Analysis.  The  Agency  received  comments  on  these  findings  from  the  tobacco 
industry,  public  health  organizations  and  other  groups  and  members  of  the  public. 

After  careful  consideration  of  the  evidence  in  the  record  and  the  public  comments,  the 
Agency  finds  that  the  evidence  provides  an  independent  basis  for  concluding  that  smokeless 
tobacco  is  in  fact  intended  to  affect  the  structure  and  function  of  the  bodies  of  smokeless 
tobacco  users. 

As  described  in  this  section,  the  evidence  from  internal  company  documents  and  other 
sources  shows  that  smokeless  tobacco  manufacturers;  (1)  know  that  nicotine  has 
pharmacological  effects  and  uses,  including  causing  and  sustaining  addiction;  and  (2) 
manipulate  and  control  the  delivery  of  nicotine  from  smokeless  tobacco  in  a  manner  that 
promotes  tolerance  and  addiction  in  consumers.  Indeed,  in  the  case  of  the  nation’s  largest 
smokeless  tobacco  manufacturer,  the  statements  of  senior  officials  and  the  company’ s 
marketing  strategies  reveal  that  the  company  relies  on  an  explicit  “graduation  process,”  under 
which  users  of  smokeless  tobacco  are  encouraged  to  progress  from  “starter”  products  that 
deliver  low  levels  of  nicotine  to  {aroducts  that  deliver  higher  and  more  addictive  levels  of 
nicotine.  The  cumulative  evidence  shows  that  the  manufacturers  design  smokeless  tobacco 
with  an  intent  to  affect  the  sfructure  and  function  of  the  body.^^ 

The  discussion  of  the  statements,  research,  and  actions  of  the  manufacturers  in  this  section  cites  many 
documents.  It  is  the  totality  of  the  evidence  from  these  documents  that  the  Agency  relies  upon.  No  single 
document  cited  by  the  Agency  is  essential  to  the  Agency’s  conclusion  that  the  manufacturers  intend  their 
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1.  The  Smokeless  Tobacco  Manufacturers  Understand  That  Nicotine  Has 
Addictive  and  Other  Pharmacological  Effects  and  That  Consumers  Use 
Smokeless  Tobacco  To  Obtain  these  Effects 

Extensive  evidence  in  the  administrative  record,  including  statements  and  research  of 
smokeless  tobacco  manufacturers,  demonstrates  that  the  manufacturers  know  that  nicotine 
causes  significant  pharmacological  effects,  including  addiction.  These  statements  aiKi 
research  also  demonstrate  that  the  manufacturers  understand  that  consumers  use  smokeless 
tobacco  to  obtain  the  pharmacological  effects  of  nicotine. 

For  example.  Brown  &  Williamson  Tobacco  Corporation,  which  is  also  a  smokeless 
tobacco  manufacturer,^^  understands  that  nicotine  is  addictive;  that  nicotine  has  other 
significant  pharmacological  effects;  and  that  consumers  use  tobacco  products  to  obtain 
nicotine.  See  section  ILC.2.C.,  above.  Researchers  for  Brown  &  Williamson’s  parent 
corporation,  BATCO,  have  long  regarded  “buccal  administration  of  nicotine”  through 
products  such  as  chewing  tobacco  and  wet  snuff  as  alternatives  to  the  delivery  of  nicotine 
through  cigarettes.’^  According  to  these  researchers,  these  types  of  tobacco  usage — 
smoking,  chewing,  and  snuffing — ^allow  nicotine  to  go  directly  into  the  blood  and  to  the 
brain;  they  stated  that  “[t]he  common  faaor  in  all  the  types  of  tobacco  usage ...  is  nicotine. 


products  to  affea  die  structure  and  functkHi  of  die  body.  In  particular,  none  of  die  documents  in  the  Agency’s 
docket  of  OHifidaitial  documents  is  essential  to  die  Agency’s  detmnination.  See  AR  (Vols.  505-518). 

Valero  G,  Moist  poised  to  overtalro  leaf,  smokeless  tobacco,  (7.5.  Distribution  Journal.  Dec.  15, 1995; 
222(12):12.  See  AR  (Vol.  711  Ref.  22). 

Minutes  of  B.A.T.  Group  Research  Conference  at  St  Adele,  Quebec  (Nov.  9-13, 1970),  at  3.  See  AR 
(Vol.  44  Ref.  15-2). 
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either  absorbed  through  the  lungs  or  the  lining  of  the  nose  or  mouth.  Taken  in  these  ways 

nicotine  will  quickly  enter  a  direct  route,  in  the  blood,  to  the  brain."^^^ 

Indeed,  as  recently  as  1992,  Brown  &  Williamson  stated  that  “[t]he  faa  that  people 

use  snuff  and  chewing  tobacco  indicates  that  administration  routes  other  than  the  inhalation 

route  can  deliver  tobacco  satisfaction.”’’*  BATCO  scientists  use  “satisfaction”  as  a 

euphemism  for  the  pharmacological  effects  of  nicotine,  stating  “[i]ntuitively  it  is  felt  that 

*  satisfaction*  must  be  related  to  nicotine.  Many  people  believe  it  [is]  a  ‘whole  body 

response’  and  involves  the  action  of  nicotine  in  the  brain.”^^  See  section  II.E.2.,  below. 

Similarly,  a  senior  vice  president  for  marketing  for  United  States  Tobacco  Company 

(UST),  the  nation’s  largest  smokeless  tobacco  manufaaurer,^’®’  wrote  in  a  memo  on  new 

product  development  that  ''virtually  all  tobacco  usage  is  based  upon  nicotine,  'the  kick,  ’ 

satisfaction.'*^^^  The  executive  further  stated: 

Nicotine  gives  the  consumer  satisfaction.  Some  would  describe  it  as  a 
pleasant  feeling.  Others  would  describe  it  as  a  kick. . . .  Others  would 
describe  it  as  a  relaxing  feeling.*”^ 


BATCO  Group  R&D  Confeience  on  Snx)king  Behaviour  at  Southampton,  England  (Oct,  1 1-12, 1976),  at 
BW-W2-02145  (emphasis  added).  See  AR  (VoL  14  Ref.  180-2). 

Transdermal  Nicotine  Patch^  at  3.  See  AR  (VoL  531  Ref.  124). 

BATCO  Nicotine  Conference  at  Southampton,  ^gland  (Jun.  6-8, 1984)  at  BW-W2-01977  (en^)hasis 
added).  See  AR  (VoL  22  Ref.  287-7). 

1000  g2%  of  die  market  for  moist  »Diu£f  products  sold  in  the  United  States  in  19S14.  It  also  has  nearly 

40%  of  the  market  for  all  smokeless  tobacco  sold  in  the  United  States.  See  Valero  G,  Moist  poised  to 
overtake  leaf;  smokeless  tobacco,  U.S.  Distribution  Journal,  Dec.  15, 1995;  222(12):  12.  See  AR  (Vol.  711 
Ref.  22).  . 

Deposition  of  &ik  Lindqvist,  transcript  of  jury  trial  proceedings  at  1662  in  Mar  see  v.  U.S.  Tobacco,  Civil 
Action  No.  84-2777R  (W.D.  Ok  1986)  (emphasis  added).  See  AR  (VoL  22  Ref.  292). 

Id. 
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Another  UST  document  compares  the  nicotine  delivery  of  one  of  its  products,  Sfcoal 

Bandits,  with  the  nicotine  delivery  of  cigarettes.  This  document  states: 

The  nicotine  contents  are  more  or  less  equivalent  to  that  of  a  good 
quality  cigarette  of  average  strength.  The  nicotine  is  absorbed, 
giv[ing]  satisfaction  to  the  smoker.*®®^ 

Like  the  major  cigarette  manufacturers,  UST  has  funded  its  own  studies  oh  nicotine 
pharmacology,  including  studies  on  the  absorption  of  nicotine  from  snuff  and  chewing 
tobacco,  the  effects  of  smokeless  tobacco  on  performance  and  psychophysiological  response, 
and  detection  of  nicotine  in  blood.  Other  UST  studies  were  designed  to  compare  routes 
of  nicotine  administration  in  snuff  and  cigarette  smoking*®®^  and  to  describe  the 
pharmacokinetics  of  nicotine  and  its  major  metabolites  in  experienced  and  inexperienced  snuff 


Potential  Questions  and  Answers,  submitted  in  Marsee  v.  U.S.  Tobacco,  Civil  Action  No.  84-2777R 
(W.D.  Ok  1986).  at  1.  See  (VoL  30  Ref.  509). 

Kyeiematen,  GA,  Dvorchik,  BH,  Vesell,  ES,  Influence  of  differ^!  forms  of  tobacco  intake  on  nicotine 
elimination  in  man.  Pharmacology  1983;26:205-209.  See  AR  (VoL  119  Ref.  1102). 

Landers  DM,  Crews  DJ,  Boutcher  SH,  et  a/.,  The  effects  of  smokeless  tobacco  on  performance  and 
psychophysiological  response.  Medicine  and  Science  in  Sports  &  Exercise  1992;24(8):895-903,  as  cited  in 
Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  die  Environment  of 
the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  144  (Nov.  29, 
1994).  See  AR  (VoL  710  Ref.  4). 

Allen  JK,  Stem  JR,  Harris  J,  Analysis  of  Nicotine  in  Blood  by  HPLC  with  Electrodiemical  Detection, 
(Abstract),  submitted  fOT  presentadtm  at  the  10th  Intematitmal  Symposium  on  Column  Liquid 
Chromatography,  San  Francisco,  CA  (May  18-23, 1986),  as  cited  in  Health  Effects  of  Smokeless  Tobacco: 
Hearings  Before  the  Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy  and 
Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  144  (Nov.  29, 1994).  See  AR  (VoL  710 
Ref  4). 

Baldini  FD,  Skinner  IS,  Landers  DM,  et  al..  Effects  of  varying  doses  of  smdteless  tobacco  at  rest  and  during 
brief,  high-int^ity  exercise.  Military  Medicine  1992;157:51-55,  as  cited  in  Health  Effects  of  Smokeless 
Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy 
and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  144  (Nov.  29, 1994).  See  AR  (VoL  710 
Ref  4). 

U.S.  Tobacco  Company,  Results  of  (Ik>n:q)arison  of  Routes  of  Nicotine  Administration  Plaintiffs  exhibit 
3.28  from  Marsee  v.  U.S.  Tobacco,  Civil  Action  No.  84-2777R  (W.D.  Ok  1986).  See  AR  (VoL  24  Ref  318). 
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takers/®^  The  study  comparing  routes  of  nicotine  administration,  for  instance,  found  that 
smokeless  tobacco  can  actually  deliver  more  nicotine  than  cigarettes  to  new  tobacco  users, 
stating  that  “for  naive  tobacco  users,  bioavailability  of  nicotine  is  greater  after  snuff  dipping 
than  after  cigarette  smoking _ 

UST  is  also  a  founding  member  of  the  Council  for  Tobacco  Research  (CTR).*°®*  As 
discussed  in  section  ILC.2.d.,  above,  CTR  has  funded  many  studies  on  behalf  of  its  members 
evaluating  the  pharmacological  effects  of  nicotine  on  the  body.  At  least  one  of  these  studies 
stated  that  nicotine  in  tobacco  can  cause  “drug  addiction.”*®^  As  a  member  of  the  Council 
for  Tobacco  Research,  UST  thus  had  direct  knowledge  of  the  pharmacological  effects  and 
the  consumer  uses  of  nicotine. 


J006  y  Tobacco  Company,  Pharmacokinetics  of  Nicotine  and  Its  Major  Metabolites  in  Naive  and  Habituated 
Snuff  Takers.  Plaintiffs  exhibit  3.27  from  Marsee  v.  U.S.  Tobacco,  Civil  Action  No.  84-2777R  (W.D.  Ok. 
1986).  See  AR  (VoL  24  Ref.  317). 

U.S.  Tobacco  Company,  Results  of  Conq)arison  of  Routes  of  Nicotine  Adminisuation.  Plaintiffs  exhibit 
3.28  from  Marsee  v.  V.S.  Tobacco,  Civil  Action  No.  84-2777R  (W.D.  Ok.  1986).  See  AR  (VoL  24  Ref.  318). 

1008  j  intimately  connected  with  CTTR  since  its  inception.  The  minutes  of  the  initial  meeting  in 

March  1954  of  the  Tobacco  Industry  Research  Council,  the  predecessor  of  the  Coundl  for  Tobacco  Research, 
indicate  that  UST  s  president  was  die  first  vice  chairman  of  the  Council  TIRC:,  Report  on  Meeting  (Mar.  15, 
1954).  See  AR  (VoL  301  Ref.  4393).  Subsequently,  USTs  inesident  served  as  a  dkecror  of  CTTR  from  1976 
to  1984.  Organization  and  Function  of  CTR  (summaries  of  CTR  meetings,  1976-1984).  See  AR  (Vol  342 
Ref  5382).  Prior  to  1988,  UST  manufactiued  cigarettes  and  was  a  class  A  member  of  CTR.  Since  1988, 

UST  has  been  a  class  B  membo:  of  CTR.  Health  Effects  of  Smokeless  Tobacco:  Hearing  Before  the 
Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of 
Representatives,  103d  Cong.,  2d  Sess.  137  (Nov.  29, 1994).  See  AR  (Vol.  710  Ref  4). 

See,  e.g.,  Svennson  TH,  Grenhoff  J,  Engberg  G,  Effect  of  nicotine  on  dynamic  function  of  brain 
catecholamine  neurons,  in  The  Biology  of  Nicotine  Dependence,  eds.  Bock  G,  Marsh  J,  CIBA  Foundation 
Symposium,  1990,152:169-180.  See  AR(VoL  61  Ref  273). 

Tung  (DS,  Ugedo  L,  Grenhoff  J,  er  ai.  Peripheral  induction  burst  firing  in  locus  coerulus  neurons  by  nicotine 
mediated  via  excitatory  amino  acids.  Synapse  1989;4(4):313-318.  See  AR  (Vol  61  Ref.  278). 

Rosecrans  JA,  Nicotine  as  a  discriminative  stimulus;  a  neurobehavioral  approach  to  studying  central 
cholinergic  mec\xwaism&,  J  Subst  Abuse  1989; 1(3 ):287-300.  See  AR  (Vol  59  Ref  239). 
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Nicotine’s  pharmacological  effects  are  also  understood  by  Procordia  A.B.,  the  parent 
of  Pinkerton  Tobacco  Qimpany,  the  nation’s  third  largest  smokeless  tobacco 
manufacturer.*®*®  Through  corporate  subsidiaries,  Procordia  has  extensively  investigated  the 
pharmacological  effects  of  nicotine,  including  funding  numerous  studies  on  nicotine’s  effects 
on  the  brain.*®** 


Valero  G,  Moist  poised  to  overtala  leaf,  smokeless  tobacco,  U.S.  Distribution  Journal.  Dec.  15, 1995; 
222(12):  12.  See  AR(VoL  711  Ref.  22). 

Procordia  owns  two  fcn^ign  smokeless  tobacco  manufacturers,  Svenska  Tobaks  AB  and  Swedish  Tobacco 
Go.  Through  Svoiska  Tobaks  and  Swedish  Tobacco,  Procordia  funded  the  following  studies  cm  nicotine 
I^iannacology; 

Adem  A,  Jossan  SS,  d*  Argy  R,  et  al.,  Distnbution  of  nicotinic  receptors  in  human  thalamus  as  visualized  by 
3H-nicotine  and  3H-acetylcholine  receptor  autoradiography,  J  Neural  Transm  1988;73(1): 77-83.  See  AR 
(VoL  45  Ref.  10). 

Adem  A,  Ntxdberg  A,  Jossan  SS,  et  al..  Quantitative  autoradiogri^hy  of  nicotinic  receptors  in  large 
cryosections  of  human  brain  hemispheres,  Neurosci  Lett  1989;101(3):247-252.  See  AR  (VoL  45  Ref.  9). 

Anderssou  K,  Eneroth  P,  Agnati  L,  Nicotine-induced  inaeases  of  noradrenaline  turnover  in  discrete 
noradrenaline  nerve  terminal  systems  of  the  hypothalamus  and  the  median  eminence  of  the  rat  and  their 
relationship  to  changes  in  the  secreticm  of  adenohypr^hyseal  hormones,  Acta  Physiol  Scand  1981;1 13:227- 
231.  StftfAR(VoL  273  Ref.  3784). 

Andersson  K,  Fuxe  K,  Agnati  LF,  et  al..  Effects  of  acute  central  and  peripheral  administration  of  nicotine  on 
ascending  dopamine  pathways  in  the  male  rat  braiiL  Evidence  for  nicotine  induced  increases  of  dopamine 
turnover  in  various  tel^icephalic  dqpamine  nerve  terminal  systems,  Med  Biol  1 98 1;59(3):  170-176.  See  AR 
(Vol.  45  Ref.  11). 

Andersson  K,  Fuxe  K,  Eneroth  P,  et  al..  Interactions  of  nicotine  and  pentobarbitone  in  the  regulation  of 
telencqthalic  and  hypothalamic  catecholamine  levels  and  turnovo'  ami  of  admiohypophyseal  hormcme 
secretion  in  the  normal  male  rat.  Naunyn  Schmiedebergs  Arch  Pharmacol  1982321:287-292.  See  AR  (Vol. 
423  Ref.  7141). 

Andersscm  K,  Hockey  GRJ,  Effects  of  cigarette  smoking  on  incidental  memory.  Psychopharmacology 
1977;52:223-226.  See  AR  (VoL  125  Ref.  1300). 

Bib^  A,  Scherer  G,  Hoepmer  I,  et  al..  Determination  of  nicotine  and  cotinine  in  human  serum  and  urine:  an 
interiaboratory  study,  Toxicol  Utt  1987;35(l):45-52.  See  AR  (VoL,140  Ref.  1649). 

Copeland  JR,  Adem  A,  Jacob  P,  et  al.,  A  comparison  of  the  binding  of  nicotine  and  nomicotine  stereoisomers 
to  nicotinic  binding  sites  in  rat  brain  cortex,  Naunyn  Schmiedebergs  Arch  Pharmacol  1991;343(2):123-127. 
See  AR  (VoL  1 52  Ref.  1887). 

Falkebom  Y,  Larsson  C!,  Nordberg  A,  Clonic  nicotine  exposure  in  rat  a  bdiiavioral  and  biochemical  study  of 
tolerance.  Drug  Alcohol  Depend  l9M;S:5l-60.  See  AR  (Vol.  141  Ref.  1679). 
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Fuxe  K,  Andeisson  K ,  Eneroth  P,  et  al..  Neurochemical  mechanisms  underlying  the  neuroendoaiiie  actions 
of  nicotine:  focus  (m  the  plasticity  of  central  cholinergic  nicotinic  receptors.  Prog  Brain  Res  1989;79:197- 
207.  See  AR  ( VoL  47  Ref.  95). 

Fuxe  K,  Everitt  BJ,  Hrdcfelt  T,  CM  the  action  of  nicotine  and  cotinine  on  central  5-hydroxytryptamine 
neurons,  Pharmacol  Biochem  Behav  1979;10(5):671-677.  AR(VoL  152  Ref.  1869). 

Fuxe  K,  von  Euler  G,  Finnman  UB,  et  al..  Reduction  of  [3  H]nicotine  binding  in  hypothalamic  and  cortical 
membranes  by  dopamine  D1  recqMcns,  Acta  Physiol  Scand  1989;136(2):295-2%.  See  AR  (VoL  127  Rjef. 
1351). 

Fuxe  K,  Agnati  LF,  Jansson  A,  et  al..  Regulation  of  endocrine  function  by  the  nicotinic  cholinergic  receptor, 
CIBA  Foundation  Symposium  1990;152:113-130.  AR(VoL  131  Ref.  1450). 

Grenhoff  J,  Aston  Jones  G,  Svenssoa  TH,  Nicotinic  effects  on  the  firing  pattern  of  midbrain  dopamine 
neurons,  Acta  Physiol  Scand  1986;128(3)351-358.  See  AR  (VoL  143  Ref  1771). 

Larsscm  C,  Nordberg  A,  Comparative  analysis  of  nicotine-like  receptor-ligand  interactitxis  in  rodent  brain 
homogenate,  JNeurochem  1985;45:24-31.  AR(VoL  141  Ref  1684). 

Larsson  C,  Lundberg  PA,  Halen  A  et  al.,  Ih  vitro  binding  of  3H-acetylcholme  to  nicotinic  receptors  in  rodent 
and  human  brain,  J  Neural  Transm  1987;69:3-18.  See  AR  (Vol  137  Ref  1586). 

Larsson  C,  Nilsscm  L,  Halen  A  et  al..  Subchronic  treatmoit  of  rats  with  nicotine:  effects  on  tolerance  and  on 
[3  H]acetylcholine  and  [3  H]nicotine  binding  in  the  brain.  Drug  Alcohol  Depend  1986;17:37-45.  See  AR 
(Vol.  141  Ref  1677). 

Nisell  M,  Nomikos  GG,  Svensson  TH,  Systemic  lucotine-induced  dopamine  release  in  the  tat  nucleus 
accumbens  is  regulated  by  lucotinic  tecepUHS  in  the  ventral  tegmental  area.  Synapse  1994;16:36-44.  See  AR 
(VoL  276  Ref  3870). 

Nordberg  A  RomanelU  L,  Sundwall  A  et  al.,  Effea  of  acute  and  subchnaiic  nicotine  treatment  on  cortical 
acetylcholine  release  and  on  nicotinic  receptors  in  tats  and  guinea-pigs,  British  Journal  of  Pharmacology 
1989;98(l):71-78.  AR(VoL  131  Ref  1454). 

Nordberg  A  Wahlstrom  G,  Amelo  U,  et  al..  Effect  of  long-term  nicotine  treatment  on  [3-H]mcotine  binding 
sites  in  the  rats  Inain,  Drug  Alcohol  Depend  1985;16:9-17.  See  AR  (VoL  141  Ref.  1678). 

Nordberg  A  Bergh  C,  Effect  of  nicotine  cm  passive  avoidance  behaviour  and  motcMic  activity  in  mice,  Acta 
Pharmacol  Toxicol  Copenh  1985;56(4):337-341 .  See  AR  (Vol  274  Ref  3820). 

Nordberg  A  Sundwall  A  IMarmacodynamic  effects  of  nicmtine  and  acetylcholine  biosynthesis,  in  mouse 
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Furthermore,  numerous  studies  of  the  pharmacological  effects  and  chemistry  of 
nicotine  and  the  sites  and  mechanisms  of  nicotine  receptors  in  the  brain  have  been  funded  by 
the  Smokeless  Tobacco  Research  Council.*®*^  The  Smokeless  Tobacco  Research  Qiuncil 


Sdiieveibein  H,  Absoq)tkMi  of  Nicotine  Und^  Various  Conditions  (an  introducUMy  review),  presoited  at  the 
Nicotine  Wokshop  (Nov.  1974),  Beitrage  zur  Tabakforschung  1976;8(5):  196-202.  See  AR  (VoL  60  Ref. 
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acute  nicotine  administration.  Developmental  Brain  Research  1991;58;223-229.  See  AR  (Vol.  414 
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binding  sites  on  two  nicotinic  acetylcholine  receptor  a  subunits  from  the  avian  brain,  in  Report  of  the 
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Nelson  S,  Shelton  GD,  Lei  S,  et  al..  Epitope  mapping  of  monoclonal  antibodies  to  torpedo  acetylcholine 
receptor  Y  subunits,  which  specifically  recognize  the  e  subunit  of  mammalian  muscle  acetylcholine  receptor, 
in  Report  of  the  Council  for  Tobacco  Research  -  USA,  Inc.  1992.  See  AR  (VoL  19  Ref.  195-23). 

Seeman  JL  Secor  HV,  Armstrong  DW,  et  al..  Enantiomeric  resolution  and  chiral  recognition  of  racemic 
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adenylate  cyclase  activity  in  peripheral  tissues.  Life  Sciences  1990,47:1561-1567.  See  AR  (VoL  276 
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was  formed  by  the  major  smokeless  tobacco  manufacturers  to  fund  scientific  studies  on 
behalf  of  the  manufacturers.  One  such  study  recognized  that  nicotine  is  "'the  major 
pharmacologically  active  component  of  tobacco. 

2.  The  Smokeless  Tobacco  Manufacturers  Manipulate  Nicotine  Deliveries 
from  Smokeless  Tobacco  in  a  Manner  That  Promotes  Tolerance  and 
Addiction  in  Users 

The  evidence  in  the  record  also  demonstrates  that  smokeless  tobacco  manufacturers 
manipulate  the  nicotine  delivery  of  their  products  to  produce  graduated  deliveries  of  nicotine 
that  promote  tolerance  and  addiction.  Specifically,  the  evidence  shows  that  the  nicotine 
deliveries  of  smokeless  tobacco  are  manipulated  so  that  products  intended  for  new  users 
deliver  low  amounts  of  nicotine,  while  products  intended  for  experienced  users  deliver  far 
higher  amounts  of  nicotine.  This  manipulation  of  nicotine  delivery  is  accomplished  primarily 


Slotkin  TA,  Lappi  SE,  Seidler  FJ.,  In^ct  of  fetal  nicotine  exposure  on  developn^nt  of  rat  brain  regions: 
critical  sensitive  periods  or  effects  of  withdrawal?,  Brain  Research  Bulletin  1993;3 1:3 19*328.  See  AR  (Vol. 
137  Ref.  1571). 

Wahlsten  JL,  Lindstrom  JM,  Conti-Tronconi  BM,  Amino  acid  residues  within  the  sequence  region  (x55-74  of 
tcHpedo  nicotinic  acetylcholine  receptor  interacting  with  antibodies  to  the  main  immunogenic  region  and  with 
snake  o-neurotoxins,  in  Report  of  the  Council  for  Tobacco  Research  -  USA,  Inc.  1993,  at  166-167.  See  AR 
(Vol.  465  Ref.  7873). 

Wahlsten  JL,  Lindstrom  JM,  Ostlie  N,  et  al..  Myasthenia  gravis:  effect  on  antibody  binding  of  conservative 
substimtions  of  amino  acid  residues  forming  the  main  immunogenic  region  of  the  nicotinic  acetylcholine 
receptor,  in  Report  of  the  Council  for  Tobacco  Research  -  USA,  Inc.  1993,  at  166.  See  AR  (Vol.  465  Ref. 
7873). 

Yu  Cl,  Morgan  DG,  Wecker  L,  Northern  blot  analysis  demonstrates  the  presence  of  three  different  transcripts 
of  neuronal  nicotinic  acetylcholine  receptor  ot4  gene  in  rat  brain,  in  International  Symposium  on  Nicotine: 
The  Effects  of  Nicotine  on  Biological  Systems  II,  eds.  Clarke  PBS,  et  al.,  at  session  2,  PIO  (Montreal: 

Jul.  21-24, 1994).  Se^  AR  (Vol.  104  Ref.  952). 

Cholerton  S,  McCradcen  NW,  Idle  JR,  Sources  of  inter-individual  variability  in  nicotine 
pharmacokinetics,  in  Nicotine  and  Related  Alkaloids:  Absorption,  Distribution,  Metabolism,  and  Kxcretion, 
eds.  Gorrod  JW,  Wahren  J  (1993):219-253,  at  219  (emphasis  added).  See  AR  (Vol.  47  Ref.  70). 
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through  the  use  of  chemicals  that  alter  the  pH  (acidity  or  alkalinity)  of  the  tobacco.  The 
effect  is  to  promote  tolerance  and  addiction  in  users. 

The  evidence  of  nicotine  manipulation  in  smokeless  tobacco  in  a  manner  that 
promotes  tolerance  in  addiction  in  users  is  extensive.  First,  evidence  shows  that  products 
intended  for  new  users  deliver  less  nicotine  than  products  intended  for  experienced  users. 

These  graduated  nicotine  deliveries  lead  to  increased  tolerance  and  addiction  because  they 
allow  new  users  to  avoid  adverse  reactions  to  nicotine  by  beginning  with  low-nicotine 
products,  while  allowing  experienced  users  to  obtain  sufficient  nicotine  to  sustain  their 
addiction  by  progressing  to  high-nicotine  products. 

Second,  governmental  data  on  smokeless  tobacco  use  confirms  that  the  graduated 
nicotine  deliveries  promote  tolerance  and  addiction.  These  data  show  that  since  the  advent  of 
smokeless  tobacco  products  with  graduated  nicotine  deliveries,  the  number  of  children  and 
adolescents  who  use  and  are  addicted  to  smokeless  tobacco  has  risen  substantially. 

Third,  evidence  from  internal  company  documents  and  marketing  campaigns  of  the 
nation’s  largest  smokeless  tobacco  manufacturer,  USLT,  shows  the  conscious  manipulation  of 
nicotine  deliveries.  UST  deliberately  relies  on  an  explicit  “graduation  process”  that 
introduces  new  users  to  low-nicotine  delivery  products  while  providing  experienced  users 
with  higher-nicotine  delivery  products. 

In  combination  with  the  evidence  that  the  manufacturers  understand  the 
pharmacological  effects  and  uses  of  nicotine,  this  evidence  of  nicotine  manipulation  to 
promote  pharmacological  effects  in  users  demonstrates  that  the  effects  of  nicotine  in 
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smokeless  tobacco  on  the  structure  and  function  of  tlie  body  are  “intended”  by  the 

manufacturers. 

a.  Evidence  of  Graduated  Nicotine  Deliveries 

Absorption  of  a  drug  through  the  buccal  mucosa  in  the  mouth  into  the  bloodstream 
can  be  increased  or  decreased  by  adjusting  the  pH  of  the  drug.  Pharmaceutical  companies 
regularly  alter  pH  by  adding  alkaline  or  acidic  additives  to  drugs  to  increase  or  decrease  their 
absorption  into  the  bloodstream.  Raising  the  pH  converts  many  drugs  from  an  ionized  form 
into  a  non-ionized  or  “free”  form  that  more  readily  crosses  biological  membranes.*®*'* 

Nicotine  absorption  is  affeaed  in  this  manner  by  pH  levels.  Increasing  the  pH  of 
nicotine  converts  ionized  nicotine  into  non-ionized  nicotine,  rendering  it  significantly  more 
absorbable  in  the  mouth.*®*^  For  this  reason,  the  manufacturer  of  nicotine  gum  adds  sodium 
carbonate  to  increase  pH  and  enhance  the  absorption  of  nicotine.*®*®  Tobacco  industry- 
supported  researchers  have  acknowledged  that  nicotine  absorption  in  the  mouth  increases  as 
a  function  of  pH  and  that  “the  pharmacological  response  is  clearly  dependent  on  the  amount 
of  nicotine  in  the  mouth  as  free  base.”*®*^  Indeed,  the  senior  vice  president  for  marketing  at 

Benet  LZ,  Steiner  LB,  Pharmacokinetics;  The  dynamics  of  drug  absorption,  distribution,  and  elimination 
in  Goodman  and  Gilman’s  The  Pharmacological  Basis  of  Therapeutics  (1990),  3-32,  at  4-5.  See  AR  (Vol.  . 

711  Ref.  14). 

Surgeon  General’s  Report,  1988,  at  29.  See  AR  (Vol  129  Ref.  1592). 

Henningfield  JE,  Radzius  A,  Cooper  TM,  et  ai.  Drinking  coffee  and  carbonated  beverages  blocks 
absorption  of  nicotine  from  nicotine  polacrilex  gum.  Journal  of  the  American  Medical  Association, 

1990;264: 1560-1564.  See  AR  (VoL  29  Ref.  491-2). 

Annitage  AK,  Turner  DM,  Absorption  of  nicotine  in  cigarette  and  cigar  smoke  through  the  oral  mucosa. 

Nature,  1970;226;1231-1232,  at  1232.  See  AR(VoL  143  Ref.  1810). 

Cholerton  S,  McCracken  NW,  Idle  JR,  Sources  of  inter-individual  variability  in  nicotine  pharmacokinetics,  in 
Nicotine  and  Related  Alkaloids:  Absorption,  Distribution,  Metabolism,  and  Excretion^  eds.  Gorrod  JW, 

Wahren  J  (1993),  at  220-221  (“Absorption  of  nicotine  from  chewing  tobacco  and  nicotine  gum  is  facilitated 
by  buffering  of  the  preparations  to  an  alkaline  pH  (approx.  8.5)”).  See  AR  (Vol.  47  Ref.  70). 
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UST  conceded  that  it  was  his  understanding  that  “if  the  pH  of  the  snuff  product  is  raised, . . . 
the  rate  of  absorption  of  the  nicotine  would  be  increased  in  the  user’s  mouth.”*®** 

The  data  collected  and  analyzed  by  FDA*®*®  and  others*®^  demonstrate  that  moist 
snuff  products  marketed  as  “starter”  products  have  relatively  low  pH  levels,  while  products 
for  established  users  have  significantly  higher  pH  levels,  resulting  in  a  pattern  of  graduated 
delivery  of  free  nicotine.  USTs  principal  line  of  starter  products  is  its  “Skoal  Bandits”  line. 
The  pH  levels  for  Skoal  Bandits  are  low,  ranging  from  5.2  to  5.6  for  Skoal  Bandits  Classic  to 
6.8  to  7.1  for  Skoal  Bandits  Mint;  the  free  nicotine  provided  by  Skoal  Bandits  is  also  low, 
ranging  from  0.2%  to  0.4%  for  Skoal  Bandits  Classic  to  only  6.4%  to  9.9%  for  Skoal 
Bandits  Mint.  See  Jurisdictional  Analysis,  60  FR  41737.  Likewise,  another  UST  starter 
product,  “Happy  Days,”  has  a  pH  of  6.0  and  provides  only  0.9%  free  nicotine.  In  contrast, 
USTs  principal  product  for  established  users,  Copenhagen,  has  a  pH  of  7.7  to  8.1.  Because 
pH  is  measured  on  a  logarithmic  scale,  the  alkalinity  of  Copenhagen  is  approximately  two 


The  exchange  from  the  Marsee  trial  transcript  on  this  point  was: 

Q:  And  correspondingly,  if  the  pH  of  the  snuff  product  is  raised,  then,  the  rate  of 
absorption  of  the  nicotine  from  the  snuff  product  would  be  increased  in  the  user’s 
mouth? 

A:  Although  I  am  not  an  expen  on  this,  that  is  to  the  best  of  my  understanding 
correct 

D^osititxi  of  Erik  Lindqvist  Marsee  v.  U.S.  Tobacco,  Civil  Action  No.  84-2777R  (W.R.  Ok.  1986). 
Transcript  of  jury  trial  proceedings,  at  1668.  See  AR  (Vol.  29  Ref.  489-2).The  relationship  between  itmized 
nicotine  and  nicotine  in  its  free  form  is  thus  similar  to  the  relationship  between  cocaine  and  “free-base”  or 
“crack”  cocaine.  Increasing  the  pH  of  cocaine,  through  the  addition  of  alkaline  additives  such  as  sodium 
bicarbonate  and  ammonia,  converts  cocaine  salt  into  free-base  or  crack  cocaine,  thereby  significantly 
increasing  the  rate  at  which  the  cocaine  is  absorbed  into  the  bloodstreauL  Siegel  RK,  Part  III  cocaine  free 
base  use.  Journal  of  Psychoactive  Drugs  1982;  14:31 1-318,  352-359.  See  AR  (VoL  71 1  Ref.  23). 

The  table  on  the  next  page  presents  the  results  of  the  studies  performed  by  the  two  FDA  laboratories  in  St 
Louis,  Missouri,  and  Cincirmati,  Ohio. 

Djordjevic  MV,  Hoffmann  D,  Glyrm  T,  et  a/.,  US  commercial  brands  of  moist  snuff,  1994,  Assessment  of 
nicotine,  moisture,  and  pH,  Tobacco  Control,  1995;4:62-66.  See  AR  (Vol.  528  Ref.  97,  appendix  9). 
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TOTAL  NICOTINE 


dH 

%Free  Nicotine* 

Contentt  ms/mn)*  * 

MANUFACTURER/ 
PRODUCT  NAME 

StLouis 

Cine. 

StLouis 

Cine. 

St  Louis 

Cine. 

U.&  Tobacco  Co. 

Skoal  Key 

- 

8.22 

- 

61.3 

- 

12.4 

Copenhagen  Snuff 

8.14 

7.71 

56.5 

32.7 

13.2 

13.8 

Skoal  L.C.  Class 

8.04 

7.92 

51.1 

44.5 

12.7 

13.8 

Skoal  L.C.  WinL 

7.50 

7.57 

23.1 

26.0 

12.7 

13.9 

Skoal  L.C.  Mint 

7.35 

7.52 

17.6 

24.0 

13.2 

13.7 

Skoal  L.C.  Spear. 

7.20 

7.50 

14.0 

23.3 

12.5 

13.8 

Skoal  Or.F.C.  WinL 

- 

7.41 

- 

19.7 

- 

13.6 

Skoal  L.C.  Strai. 

7.47 

7.41 

22.0 

19.5 

12.1 

13.8 

Skoal  L.C.  Cherry 

7.15 

7.38 

12.3 

18.5 

12.5 

13.6 

Skoal  Band.  Mint 

6.83 

7.06 

6.4 

9.9 

6.7 

8.8 

Skoal  Band.  Wint 

6.56 

6.72 

3.3 

4.8 

7.8 

8.2 

Happy  Days  LC.  Mint  - 

6.00 

- 

0.9 

- 

13.9 

Skoal  Band.  Strai. 

- 

5.48 

- 

0.3 

- 

10.8 

Skoal  Band.  Class. 

5.61 

5.23 

0.39 

0.2 

10.4 

9.9 

Helme  Tobacco  Co.*** 
Redwood  Full  FTavor 

1.52 

c 

24.0 

12.6 

SilvCT  Cr.  L.C. 

- 

7.22 

- 

13.7 

- 

6.0 

Cooper  Wint  L.C. 

- 

6.99 

- 

8.5 

•  - 

5.7 

G<rfd  Riva:  L.C. 

- 

5.77 

-  ■ 

0.6 

- 

6.4 

Conwood  Co. 

Kodiak  WinL 

8.20 

8.22 

59.9 

61.0 

11.4 

11.7 

Kodiak  Choice  WinL 

- 

7.98 

- 

47.7 

-  • 

11.4 

Kodiak  Straight 

7.39 

7.82 

19.0 

38.4 

10.6 

10.4 

Hawkra  WinL 

5.56 

5.58 

0.35 

0.4 

4.4 

0.4 

Pinkerton  Tobacco  Co. 

Redman  F.C.  Ex.  WinL 

- 

7.58 

- 

- 

- 

12.3 

Renegade  WinL 

6.81 

7.17 

5.8 

- 

13.2 

11.8 

L.C  =  l(Mig  cut 


*  Calculated  using  the  Henderstm-Hasselbach  Equation  for  acid  base  equilibrium.  This  calculation  strictly 
is  dependent  on  the  pH  determination.  Any  error  in  the  pH  determination  will  affect  the  percent  free  nicotine 
calculation. 

*♦  Measured  on  wet  basis 

***  Now  Swisher  International,  Inc. 


456 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45113 

ILD.2. 

orders  of  magnitude  higher  than  the  alkalinity  of  Skoal  Bandits  Classic  and  Happy  Days  (as 
measured  in  hydrogen  ion  concentrations).  The  level  of  free  nicotine  provided  by 
Copenhagen  is  33%  to  57%,  also  far  higher  than  the  levels  provided  by  Skoal  Bandits  or 
Happy  Days.‘®^'  ' 

The  same  pattern  of  graduated  nicotine  deliveries  is  found  in  the  smokeless  tobacco 
products  of  other  manufacturers.  Conwood’s  principal  line  of  moist  snuff  starter  products, 

“Hawken,”  has  a  pH  of  5.6  and  provides  0.4%  free  nicotine,  whereas  Conwood’s  product 
marketed  for  established  users.  “Kodiak-Wintergreen,”  has  a  pH  of  8.2  and  provides  about 
60%  free  nicotine.^°“  Similarly,  the  principal  starter  product  of  Swisher  International,  Inc. 

(formerly  Helme  Tobacco  Co.),  “Gold  River  L.C.,”  has  a  pH  of  5.8  and  provides  0.6%  free 
nicotine,  whereas  its  product  marketed  for  established  users,  “Redwood  Full  Flavor,”  has  a 
pH  of  7.5  and  provides  24%  free  nicotine.^°“ 

These  graduated  nicotine  deliveries  directly  promote  tolerance  and  addiction.  New 
users  of  smokeless  tobacco  have  not  developed  a  tolerance  to  nicotine.  As  a  result,  as  a  UST 
study  documented,  too  much  nicotine  causes  adverse  reactions  such  as  nausea  and  vomiting 
in  new  users,^®^  discouraging  future  experimentation  with  smokeless  tobacco.  Once 
tolerance  to  nicotine  is  developed,  however,  increasing  doses  of  nicotine  are  required  to 


See  Table  of  “Total  Nicotine”  above. 

.022^^ 

U.S.  Tobacco  Company,  Phannacokinetics  of  Nicotine  and  Its  Major  Metabolites  in  Naive  and 
Habituated  Snuff  Takers,  Plaintiffs  exhibit  3.27  from  Mar  see  v.  U.S.  Tobacco,  Civil  Action  No.  84-2777R 
(W.D.  Ok.  1986),  at  9.  See  AR  (VoL  24  Ref.  317). 
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produce  the  desired  pharmacological  effects. Thus,  if  nicotine  levels  were  kept  uniformly 
low  to  accommodate  new  users,  the  experienced  user  would  not  obtain  the  higher  level  of 
nicotine  delivery  needed  to  satisfy  the  user’s  addiction  and  to  provide  other  desired 
pharmacological  effects. 

Graduating  nicotine  deliveries  avoid  these  consequences  and  lead  to  increased 
tolerance  and  addiction.  The  low  levels  of  nicotine  delivery  in  starter  brands,  such  as  Skoal 

Bandits,  allow  the  new  user  to  develop  a  tolerance  to  nicotine‘““  without  nausea  and  other  ' 

* 

adverse  reactions.  Once  this  tolerance  is  developed,  the  high  levels  of  nicotine  delivery  in 
brands  such  as  Copenhagen  provide  the  experienced  user  with  the  desired  increase  in  nicotine 
dose.  Nicotine  addiaion  is  the  final  result. 

There  are  several  techniques  the  smokeless  manufacturers  use  to  achieve  control  over 
pH  levels  in  smokeless  tobacco.  According  to  one  report,  pH  adjustment  is  “done  through 
fermentation,  by  adding  alkaline  buffering  agents  such  as  sodium  carbonate  and  ammonium 
caibonate,  or  by  altering  the  moisture  content”^®^^  The  Swedish  Tobacco  Company,  which 
like  Pinkerton  Tobacco  Company  is  owned  by  Procordia  AB,  has  admitted  that  ‘ Y i ]n  order  to 
release  the  nicotine  from  the  tobacco,  the  snuff  is  made  slightly  alkaline — sodium  carbonate 
is  added, . . The  Smokeless  Tobacco  Council  has  also  reported  that  two  alkaline 

Surgeon  General’s  Report,  1988,  at  44-45.  See  AR  (VoL  129  Ref.  1592). 

CtHinolly  GN,  Orleans  CT,  Blum  A,  Snuffing  tobacco  out  of  sport,  American  Journal  of  Public  Health 
Mar.  1992;82(3):352.  See  AR  (VoL  94  Ref.  629). 

Connolly  GN,  Marketing  of  Nicotine  Addiction  By  One  Oral  Snuff  Manufacturer,  Tobacco  Control 
1995;4:73-79,  at  74.  See  AR  (VoL  528  Ref.  97,  appendix  9). 

Swedish  Tobacco  Company,  Smokeless  Tobacco  from  Gothenburg,  1994,  appoidix  B,  quoted  in 
statement  of  Gregcwy  N.  Ccmnolly  in  Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the 
Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of 
Representatives,  103d  Cong.,  2d  Sess.  53  (Nov.  29, 1994)  (emphasis  added).  See  AR  (VoL  710  Ref.  4). 
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buffering  agents,  sodium  carbonate  and  ammonium  carbonate,  are  used  in  smokeless 
tobacco  sold  in  the 

Despite  this  evidence,  the  smokeless  tobacco  industry  argues  that  the  pattern  of  pH 

values  in  smokeless  tobacco  is  not  the  result  of  intentional  nicotine  manipulation.  The 

Agency  disagrees.  The  pH  values  in  the  upper  ranges  seen  in  marketed  smokeless  tobacco 

for  established  users  do  not  occur  naturally  in  the  tobacco  used  for  the  production  of 

smokeless  tobacco.  Jack  Henningfield,  chief,  clinical  pharmacology  branch  of  the  Addiction 

Research  Center  at  the  National  Institute  on  Drug  Abuse,  testified  before  Congress: 

Naturally  occurring  tobacco . . .  does  not  occur,  at  least  in  these  kinds 
of  tobaccos,  at  the  high  pH  levels  that  we  observed.  Normal 
fermentation  processes  typically  result  in  acidification,  as  anyone  has 
found  when  they  saw  their  wine  turn  into  vinegar.  But  here  we  see 
very  high  [alkaline]  pH  levels  in  some  of  the  products.*®^ 

Moreover,  other  product  features  reflect  a  consistent  attempt  to  market  products  that 
deliver  smaller  amounts  of  nicotine  to  new  users  and  products  that  deliver  larger  amounts  to 
established  users.  For  example,  USTs  Skoal  Bandits  and  Pinkerton’s  starter  product. 

Renegades,  are  packaged  in  teabag-like  pouches,  which  both  contain  a  much  smaller  amount 
of  snuff  (about  0.5g)  than  the  usual  standard  size  “pinch”  of  snuff  (about  1.5g).  The  pouch 
system  also  delays  the  release  of  nicotine  firom  the  snuff.^®^*  Thus,  FDA  data  show  that. 


Letter  to  Waxman  HA  and  Bliley,  Jr.  TJ  (U.  S.  House  of  Representatives)  from  Pape  SM  (Patton,  Boggs 
&  Blow)  (May  3,  1994),  with  enclosure  Ingredients  Added  to  Tobacco  in  the  Manufacture  of  Smokeless 
Tobacco  Products  as  of  April  4, 1994.  See  AR  (VoL  192  Ref.  2173). 

Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  98  (Nov.  29, 1994)  (statement  of  Jack  Henningfield).  See  AR  (VoL  710  Ref.  4). 

Memorandum  from  Ciolino  L,  Moist  Snuff  Nicotine  Release  Studies  (Sep.  28, 1994),  at  1.  See  AR  (Vol. 
30  Ref.  500-2). 
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under  typical  use  conditions,  a  standard  size  “pinch”  of  Copenhagen  releases  12  times  as 
much  nicotine  in  the  first  2  minutes  as  a  pouch  of  Bandits.*®^^ 

The  evidence  thus  demonstrates  that  smokeless  tobacco  manufacturers  intentionally 
manipulate  the  pH  levels  of  smdkeless  tobacco,  thereby  controlling  and  adjusting  the  level  of 
nicotine  delivered  to  consumers.  Products  intended  for  new  users  have  unifOTmly  lower 
levels  of  pH  and  nicotine  delivery  than  products  intended  for  experienced  users.  The  effect  is 
to  promote  nicotine  tolerance  and  addiction  in  users  of  smokeless  tobacco. 

b.  Evidence  that  Teenage  Users  Graduate  from  Smokeless  Tobacco  with 
Low  Nicotine  Deliveries  to  Products  with  High  Nicotine  Deliveries 

Data  on  teenage  use  of  smokeless  tobacco  shows  that  the  manufacturers’  graduated 
nicotine  deliveries  have  increased  addiction  to  smokeless  tobacco  among  young  people. 

These  data  show  that:  (1)  children  and  adolescents  begin  smokeless  tobacco  use  with  low 
nicotine  delivery  starter  products  and  then  switch  to  products  with  higher  nicotine  deliveries; 
and  (2)  the  number  of  children  and  adolescents  addicted  to  smokeless  tobacco  has  risen 
substantially  since  the  introduction  of  smokeless  tobacco  products  with  graduated  nicotine 
deliveries. 

Before  the  introduction  of  starter  brands  with  low  levels  of  nicotine  in  the  early 
1970’s,  virtually  no  teenagers  and  young  adults  used  smokeless  tobacco.  According  to  the 
Centers  for  Disease  Control  and  Prevention  (CDC),  “[i]n  1970,  the  use  of  smokeless  tobacco 


Id.  at  2.  See  AR  (VoL  30  Ref.  500-2). 
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was  a  behavior  primarily  restricted  to  older  men.”‘°^^  In  that  year,  only  2.2%  of  young  males 
used  smokeless  tobacco,  compared  with  12.7%  of  males  age  65  or  older.^®^ 

In  the  1970’s,  however,  smokeless  tobacco  manufacturers  began  to  market  low- 
nicotine  “starter”  products.‘®^^  TTiese  products  have  proven  extremely  successful  in 
attracting  young  new  users.  Use  by  adolescent  males  aged  18  to  19  has  increased 
approximately  1,500%  between  1971  and  1991.^°^  Overall,  use  of  smokeless  tobacco  almost 
tripled  between  1970  and  1991.*°^^  As  discussed  in  section  n.B.2.,  above,  it  has  been 
estimated  that  approximately  75%  of  the  regular  young  users  of  smokeless  tobacco  are 
addiaed  to  nicotine. 

Although  the  majority  of  the  industry’s  advertising  dollars  are  spent  on  promoting 
low-  and  medium-nicotine  brands,‘®^  these  brands  serve  mainly  as  a  stepping  stone  to  the 
high-nicotine  delivery  products.  Most  of  the  increased  sales  of  smokeless  tobacco  are  sales 
of  high-nicotine  delivery  brands,  like  Copenhagen. 


Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment  of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d 
Sess.  34  (Nov.  29, 1994)  (statement  of  Michael  P.  Eriksen).  See  AR  (VoL  710  Ref.  4). 

Connolly  GN,  In  the  search  for  a  perfect  starter  product:  manipulation  of  nicotine  in  oral  sruiff  brands 
(1994)  (unpublished),  at  3-4.  See  AR  (Vol.  30  Ref  51 1). 

1036  fQf  Disease  Control  and  Prevention,  Office  of  Smoking  and  Health,  unpublished  data  from  1970 

and  1991  National  Household  Interview  Surveys  (rate  of  snuff  use  among  18-19  year-old  males  was  0.5%  in 
1970  and  7.6%  in  1991).  See  AR  (Vol.  31  Ref  521-1). 

wziid 

Connolly  GN,  In  the  search  for  a  perfect  starter  product:  manipulation  of  nicotine  in  oral  sruiff  brands 
(1994)  (unpublished),  at  5.  See  AR  (Vol.  30  Ref  511). 

‘°^’/4.ai6. 
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A  study  by  CDC  confirms  the  role  of  low-nicotine  delivery  brands  as  starter  products. 

The  study  analyzes  data  from  CDC’s  1993  Teenage  Attitudes  and  Practices  Survey  (TAPS) 
and  from  a  follow-up  study  to  the  1989  TAPS.^®^  The  authors  found  that  the  percentage  of 
beginning  teenage  snuff  users  who  bought  Skoal  Bandits  (low  nicotine  delivery)  and  Skoal 
(medium  nicotine  delivery)  was  higher  than  the  percentage  of  experienced  teenage  snuff  users 
who  bought  these  products.’®^*  Similarly,  the  proportion  of  teenage  snuff  users  who  chose 
Copenhagen  (high  nicotine  delivery)  was  about  three  times  higher  among  those  who  used 
snuff  for  4  years  or  more  than  among  those  who  used  snuff  for  1  year  or  less.^®^^  Use  of 
Copenhagen  was  also  higher  among  those  who  used  smokeless  tobacco  more  frequently  and 
with  increased  intensity. The  study  also  included  an  analysis  that  found  that  of  those  who 
used  Skoal  Bandits  or  Skoal  at  the  beginning  of  the  study,  nearly  a  third  had  switched  to 
Copenhagen  4  years  later.‘°^  However,  among  those  who  used  Copenhagen  at  the  beginning 
of  the  study,  83%  were  still  using  it  4  years  later.  Thus,  teenage  moist  snuff  users  were 
significantly  more  Ukely  to  graduate  to  a  higher  nicotine  delivery  product  than  to  switch 
down  to  a  lower  nicotine  delivery  product. 

The  CE)C  report  concluded  that  these  findings  “support  the  hypothesis  that  snuff 
users  in  earlier  stages  of  tobacco  use  and  nicotine  addiction,  use  brands  with  low  levels  of 

1040  jqjq^  5^  Giovino  G,  Eriksoi  M,  Smokeless  tobacco  brand  |xeferaice  and  switching  among  U.S. 
adolescents  and  young  adults.  Tobacco  Control  1995;4:67-72.  See  AR  (Vol.  528  Ref.  97,  appradix  9). 

'°^’W.at69. 

'‘^^W.at71.  .  - 

XOMid 
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free  nicotine,  and  then  ‘graduate’  to  brands  with  high  levels.”*®^^  The  report  further  stated 
that  “[t]his  pattern  of  brand  preference  probably  reflects  a  progression  of  nicotine  addiction 
and  the  need  to  increase  nicotine  intake  to  maintain  the  same  physiological  and  psychological 
effects  (chronic  tolerance) 

More  frequent  smokeless  tobacco  use,  and  use  of  products  with  higher  amounts  of 
free  nicotine,  result  in  greater  difficulty  in  quitting,  which  is  one  of  the  characteristic  features 
of  addiction.  See  section  ILA.3.b.,  above.  CDC  has  found  that  74%  of  young  people  who 
use  smokeless  tobacco  daily  report  that  “it’s  really  hard  to  quit,”  compared  with  only  1 1%  of 
those  who  use  smokeless  tobacco  infrequently.*®^  When  CDC  evaluated  the  data  by  brand, 
it  found  that,  of  young  people  who  used  smokeless  tobacco  only  infrequently,  22%  of 
infrequent  Copenhagen  users  reported  that  it  was  very  difficult  to  quit,  compared  with  only 
7%  of  infrequent  Skoal  or  Skoal  Bandits  users.*®^’ 

Thus,  empirical  evidence  indicates  that  the  manufacturers’  manipulation  of  nicotine 
deliveries  has  led  to  increased  tolerance  and  addiction  to  nicotine  among  young  smokeless 
tobacco  users.  Combined  with  the  evidence  of  the  manufacturers’  understanding  of  the 
pharmacological  effects  of  nicotine,  and  the  laboratory  evidence  of  graduated  nicotine 
deliveries,  this  evidence  shows  that  (1)  the  manufaaurers  manipulate  nicotine  in  a  manner 
that  encourages  new  users  to  become  tolerant  and  addicted  to  nicotine;  and  (2)  there  has 

at72.  .  . 

at71. 

Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the  Environment ' 
of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  40 
(Nov.  29,  1994)  (statement  of  Michael  P.  Eriksen).  See  AR  (Vol.  710  Ref.  4). 

^0A9Jd^ 
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been  a  significant  increase  in  smokeless  tobacco  use  and  nicotine  tolerance  and  addiction 
among  young  smokeless  tobacco  users  since  the  manufacturers  began  manipulating  nicotine 
deliveries.  This  evidence  provides  a  sufficient  basis  for  the  Agency’s  conclusion  that  the 
manufacturers  intend  to  affect  the  struaure  and  function  of  die  body. 

c.  Documentary  Evidence  of  UST’s  Deliberate  ^^laduation  Process” 

Although  further  evidence  is  unnecessary  to  establish  that  smokeless  tobacco  is 
intended  to  affect  the  struaure  and  funaion  of  the  body,  evidence  from  the  major  moist  snuff 
producer,  UST,  provides  striking  confirmation  of  an  intentional  plan  to  cause  tolerance  and 
addiction  in  users  of  smokeless  tobacco.  TTiis  evidence  shows  that  UST  intentionally 
manufactures  products  that  deliver  low,  medium,  and  high  amounts  of  nicotine;  markets  the 
lower  nicotine  delivery  produas  to  new  users;  and  encourages  established  users  to  selea 
higher  nicotine  delivery  products.  UST  documents  explicitly  describe  the  company’s  strategy 
as  a  “graduation  process,”  which  the  company  exploits  through  marketing  and  advertising 
techniques. 

USTs  development  of  products  offering  graduated  nicotine  deliveries  began  in  the 
late  1960’s  or  early  1970’ s.  The  company  initiated  the  “Lxitus  Projea.”  A  1972 
memorandum  describing  the  projea  states  that  the  “aim”  was  “[t]o  make  it  easier  for  a  new 
user  to  use  tobacco  in  the  mouth”;  that  the  “target  group”  was  “[n]ew  users  . . .  age  group 
15-35”;  and  that  the  “produa”  should  provide  “[njicotine  satisfaction”  that  was  “[mjild”  and 
“[ijnstant  but  not  shocking.”*®^  In  another  document  discussing  the  Lotus  Project,  the 
president  of  UST  s  foreign  subsidiary.  United  Scandia  International,  wrote  to  the  president  of 
UST  to  describe  the  graduated  nicotine  deliveries  that  should  be  offered: 

The  Lotus  Project,  from  Marsee  v.  U.S.  Tobacco,  trial  exhibit  159.  See  AR  (VoL  30  Ref.  505-3). 
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There  should  be  three  products  of  three  different  tastes  and  strengths 

of  nicotine. 

a.  High  nicotine,  strong  tobacco  flavor ... 

b.  Medium  strength  of  nicotine . . . 

c.  Low  nicotine,  sweet  product. 

Shortly  after  these  Lotus  Project  documents  were  written,  UST  began  aggressively  to 
market  low-nicotine  starter  products  to  new  users.  An  advertisement  for  “Happy  Days,”  one 
of  the  first  low-nicotine  products,  targeted  the  product  “for  You  Guys  Just  Starting  Out.”‘°^^ 
In  addition,  UST’s  low- nicotine  delivery  products  were  marketed  as  starter  products  through 
free  sampling  on  college  campuses  and  at  sports  events.‘“^^ 

A  brochure  for  Skoal  Bandits  contained  instructions  on  how  to  use  the  products,  a 
marketing  approach  tailored  to  the  new  user.‘®^  In  contrast,  advertisements  for  UST’s  high- 
nicotine  delivery  product,  Copenhagen,  do  not  contain  instructions  or  suggestions  that  they 
be  tried  by  new  users.  Rather,  Copenhagen’s  advertisements  emphasize  “satisfaction,”  an 
implied  drug  claim.  See  section  n.E.2.,  below.  They  also  seem  to  encourage  graduation, 
using  the  slogan  “Sooner  or  Later,  It’ s  Copenhagen.”*®^^ 


Intracompany  correspondence  from  Watson  WW,  president.  United  Scandia  Internationals,  to  Bantle  LA, 
president,  U.S.  Tobacco  Company  (Jun.  2, 1972)  at  2,  from  Marsee  v.  U.S.  Tobacco,  trial  exhibit  158 
(emphasis  added).  See  AR  (Vol.  30  Ref.  505-2). 

Connolly  GN,  In  search  for  a  perfect  starter  product:  manipulatio.n  of  nicotine  in  oral  snuff  brands 
(1994)  (unpublished).  See  AR  (VoL  30  Ref.  511). 

U.S.  Tobacco  Company,  College  Representative  Manual,  Introduction  (Jul.  31, 1985).  See  AR  (VoL  30 
Ref.  512). 

Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the  Environment  of 
the  Committee  on  Energy  and  Commerce.  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  108  (Nov.  29, 
1994).  AR  (VoL710Ref.4). 

CoimoUy  GN.  In  search  for  a  perfect  starter  product:  manipulation  of  nicotine  in  oral  snuff  brands 
( 1 994)  (unpublished),  at  5.  See  AR  (Vol.  30  Ref.  511). 

1055  id_ 
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In  its  comment,  UST  denies  that  it  ever  used  a  graduation  strategy.  However, 
documents  presented  to  a  congressional  subcommittee  in  1994,  and  other  evidence,  indicate 
that  by  the  1980’s  senior  UST  officials  were  explicitly  describing  their  marketing  approach  as 
a  “graduation  process.”  For  example: 

•  An  executive  vice-president  of  UST  stated  in  a  1986  interview  published  in  a  UST 
newsletter. 

for  each  market  there  is  a  set  of  criteria  which  have  been  established, 
and  must  be  met.  Skoal  Bandits  is  the  introductory  product,  and  then 
we  look  towards  establishing  a  normal  graduation  process}^^ 

•  Similarly,  Ken  Carlsen,  a  division  manager  in  UST s  sales  department  from  1979  to  1986, 

stated  in  an  interview  in  the  Wall  Street  Journal: 

They  talked  about  graduation  all  the  time — ^in  sales  meetings,  memos 
and  manuals  for  the  college  program.  It  was  a  mantra. 

There  are  numerous  other  statements  in  the  record  from  UST  officials  that  refer  expressly  to 

USTs  “graduation  process.”’®^  Indeed,  two  UST  documents  illustrate  the  company’s 


Interview  of  Jack  Afrkk,  executive  vice  president  of  U.S.  Tobacco  Company  and  president  of  the 
international  division.  Up  to  Snuff.  1986,  at  2  (emphasis  added).  See  AR  (VoL  1%  Ref.  24%). 

Freedman  AM,  Juiced  iq):  how  a  tobacco  giant  doctors  snuff  brands  to  boost  their  “kick,”  Wall  Street 
Journal,  OcL  26, 1994  (enqdiasis  added).  See  AR  (VoL  20  Ref.  201). 

See  UST  statements  (m  nicotine  manipulation,  use  of  starter  brands  and  graduation  strategy,  as  cited  in 
statement  of  Gregory  N.  Ccmnolly  in  Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the 
Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy  and  Commerce.  U.S.  House  of 
Representatives,  103d  Cong.,  2d  Sess.  58-64  (Nov.  29, 1994).  See  AR  (Vol.  710  Ref.  4).  These  statements 
include  the  following: 

“For  pe(q>le  who  haven’t  tasted  (snuff)  you’d  of  course  begin  them  (Hi  a  [Hoduct 
that  had  a  little  tobacco  taste,  but  wouldn’ t  turn  them  off. . . .  The  graduation  is  to 
a  more  tobacco-y  [Heduct ...  to  a  stronger  produces).’’  Source:  Barry  Nova , 
former  president,  U.S.  Tobacco  Company,  Wall  Street  Journal,  OcL  26, 1994 
(emphasis  added). 

“Product  Graduation  Process. . . .  TTie  Smokeless  Consumer  Marketing 
Repres«itative  must  be  aware  of  the  importance  of  developing  new  users  on  a 
continuing  basis  and  the  importance  of  developing  basis  and  the  graduation 
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strategy  graphically.  TTie  first,  a  chart  depicting  a  “graduation  process,”  displays  a  hierarchy 
of  UST  products.^®^’  Arrows  labeled  “graduation  process”  represent  the  progression 
envisioned  in  this  process,  from  the  starter  products.  Skoal  Bandits,  at  the  bottom,  past  Skoal 
Long  Cuts,  which  delivers  an  intermediate  level  of  nicotine,  to  Copenhagen  at  the  top  of  the 
chart. 

The  second  document,  another  chart,  depicts  the  graduation  process  as  a  bullseye.^®^ 
“Prospective  new  users”  is  printed  just  outside  the  outermost  ring  of  the  chart,  “Bandits”  is 
printed  in  the  outer  ring,  “Long  Cut”  and  “Skoal”  are  printed  in  successive  inner  rings,  and 
“Cope”  is  printed  in  the  bullseye.  The  rings  of  the  chart  thus  progress  from  the  lowest 
nicotine  delivery  products  on  the  outside  to  the  highest  nicotine  delivery  products  in  the 
center  of  the  bullseye.  Marketing  strategies  for  each  circle  are  listed  outside  the  bullseye  and 
further  demonstrate  the  company’s  intention  to  sell  low- nicotine  delivery  products  to  new 


sampling  brands  and  competitive  brands.”  Source:  U.S.  Tobacco  Con^iany 
Document  no.  2215172,  Marsee  Court  Transcript  at  1 14,  vol.  4,  read  into  the 
record  by  Mr.  Braly  (emphasis  added). 

“Sampling  Skoal  Bandits  often  and  intensively  in  and  around  the  retail  account 
....  create[s]  new  customers  and  feedLs]  the  graduation  process.”  Source:  U.S. 

Tobacco  Company  Document  no.  2101576,  Marsee  Court  Transcript  at  1 15,  vol.  4, 
read  into  the  record  by  Mi.  Braly  (emphasis  added). 

Skoal  Bandits  “will  continue  to  fuel  the  new  user  base  to  assure  graduation  to  our 
priority  moist  brands.”  Source:  U.S.  Tobacco  Company  Document  no.  2077832, 

Marsee  Court  Transcript  at  1 12,  vol.  4,  read  into  the  record  by  Mr.  Braly 
(emfdiasis  added). 

“This  brand  (Happy  Days)  has  been  clearly  positioned  as  a  starter  product." 

Source:  U.S.Tobacco  Documrat  no.  2143461,  Marsee  Court  Transcript  at  1 14,  vol. 

4,  read  into  the  record  by  Mr.  Braly  (emphasis  added). 

Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the  Environment 
of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  62 
(Nov.  29, 1994).  See  AR  (VoL  710  Ref.  4). 

Id.  at  101. 
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users  and  high-nicotine  delivery  products  to  established  users.  For  example,  “mass”  free 
sampling  is  planned  for  Bandits,  “quality  1  on  1”  sampling  for  Skoal  Long  Cut,  and  no 
sampling  for  Copenhagen.  Similarly,  while  “mass”  advertising  is  planned  for  Bandits,  only 
“focused”  advertising  to  “[r]einforce  image  among  current  users”  is  planned  for  Copenhagen. 

And  while  public  relations  efforts  for  Bandits  and  Long  Cut  are  to  be  “[ejducational,”  public 
relations  efforts  for  Skoal  and  Copenhagen  are  to  “[ejmphasize  tradition  and  heritage.”*®^* 

The  UST  documents  show  further  that  the  company’s  manipulation  of  nicotine  was 
deliberate.  A  senior  vice  president  for  marketing  at  UST,  for  example,  has  conceded  that  one 
UST  product  under  development  in  the  early  1980’s  was  intended  to  deliver  less  nicotine  by 
design  by  lowering  pH.‘®®^ 

These  UST  documents  provide  persuasive  confirmation  that  UST  produces  smokeless 
tobacco  brands  with  a  range  of  nicotine  deliveries  in  order  to  allow  users  to  progress  from 
low-nicotine  delivery  products  to  high-nicotine  delivery  products.  Low-nicotine  delivery 
products,  which  avoid  overdosing  new  users  who  have  not  yet  developed  a  tolerance  to 
nicotine,  are  deliberately  marketed  to  “you  guys  just  starting  out.”  Once  these  new  users 
develop  a  tolerance  to  nicotine,  UST  provides  them  with  high-nicotine  delivery  products  that 


U.S.  Tobacco  Company,  Expanding  User  Base  (undated).  This  document  was  disclosed  during  discov^ 
in  Marsee  v.  U.S.  Tobacco.  See  AR  (VoL  30  Ref.  518) 

The  exchange  from  the  Marsee  trial  transcript  on  this  point  was: 

Q:  So  this  Red  Seal  mrathol  product  was  intended  to  deliver  less  nicotine  by 
design  by  lowering  the  pH;  is  that  correct? 

A:  That  is  cortecL 

Dqiosition  of  Erik  Lindqvist,  transcript  of  jury  trial  proceedings  at  1668  Marsee  v.  U.S.  Tobacco,  Civil 
Action  No.  84-2777R  (W.D.  Ok.  1986)  (emphasis  added).  See  AR  (VoL  22  Ref.  292). 
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satisfy  their  addiction  to  nicotine.  This  is  strong  evidence  that  smokeless  tobacco  is  intended 
to  affect  the  structure  and  function  of  the  body. 

3.  Conclusion 

After  careful  consideration  of  the  evidence  in  the  administrative  record  and  the 
comments  on  the  Jurisdictional  Analysis,  the  Agency  finds  that  smokeless  tobacco 
manufacturers  intend  that  their  products  cause  significant  pharmacological  effects  in 
smokeless  tobacco  users.  The  Agency  bases  this  finding  primarily  on  two  grounds. 

First,  the  evidence  shows  that  smokeless  tobacco  manufacturers  understand  that 
nicotine,  one  of  the  principal  ingredients  in  smokeless  tobacco,  has  pharmacological  effects 
and  uses,  including  causing  and  sustaining  addiction. 

Second,  the  evidence  shows  that  the  major  smokeless  tobacco  manufacturers  carefully 
manipulate  the  delivery  of  this  pharmacologically  active  and  addiaive  drug  in  a  manner  that 
promotes  tolerance  and  addiction.  Specifically,  they  manufacture  low-nicotine  delivery 
products  for  new  users,  who  have  not  yet  developed  a  tolerance  to  nicotine,  and  high- 
nicotine  delivery  products  for  experienced  users,  who  need  higher  nicotine  doses  to  sustain 
their  addiction.  In  the  case  of  UST,  the  company’s  internal  documents  explicitly 
acknowledge  this  “graduation  process.”  The  effect  of  this  nicotine  manipulation  has  been  to 
increase  addiction  to  smokeless  tobacco  among  young  people. 

Based  on  the  cumulative  evidence,  the  Agency  finds  that  smokeless  tobacco 
manufacturers  intend  to  market  smokeless  tobacco  that  produces  tolerance  and  addiaion  in 
smokeless  tobacco  users.  The  Agency  therefore  concludes  that  smokeless  tobacco  is 
intended  to  affect  the  structure  and  function  of  the  body  within  the  meaning  of  the  Federal 
Food,  Drug,  and  Cosmetic  Aa. 
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4.  Response  to  Comments 

a.  Comments  on  pH  Manipulation 

Comments  submitted  by  the  smokeless  tobacco  industry  challenge  the  Agency’s 
assertion  that  manufacturers  produce  graduated  nicotine  deliveries  in  their  products  primarily 
by  manipulating  the  pH  of  the  tobacco.  The  comments  claim  that  the  Agency  presented  no 
evidence  of  pH  manipulation,  that  pH  is  not  a  determinant  of  nicotine  absorption,  that  other 
factors  determine  nicotine  absorption,  and  that  FDA’s  data  shows  that  smokeless  tobacco  has 
a  low  capacity  to  alter  salivary  pH,  negating  the  possibility  that  the  tobacco  pH  is  relevant  to 
absorption.  None  of  these  comments,  however,  present  a  persuasive  rebuttal  to  the  Agency’s 
analysis. 

1 .  The  smokeless  tobacco  industry  comments  contend  that  the  data  presented  by 

the  Agency  demonstrate  that  pH  levels  vary  widely  within  products  and  little  across  product 
lines,  making  implausible  the  claim  that  companies  manipulate  and  control  pH  as  a  way  of 
controlling  nicotine  delivery  from  smokeless  tobacco.  Specifically,  regarding  the  FDA 
laboratory  data,  one  comment  questions  FDA’s  assertion  that  smokeless  tobacco 
manufacturers  control  the  delivery  of  nicotine,  as  measured  by  free  nicotine  calculations 
based  on  smokeless  tobacco  pH,  when  those  values  can  vary  up  to  300%  for  the  same 
product. 

The  Agency  disagrees  with  this  comment.  Review  of  the  data  presented  by  four 
laboratories  (two  FDA  laboratories,  the  laboratory  of  the  National  Institute  for  Drug  Abuse 
(NIDA),  and  the  laboratory  of  the  American  Health  Foundation)  shows  that  despite  some 
variation  within  product  brands,  there  is  a  remarkably  consistent  pattern  of  pH  manipulation 
across  product  lines.  For  example,  all  of  the  laboratories  found  that  for  UST  products. 
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Copenhagen  has  the  highest  average  pH,  the  Long  Cut  brands  have  intermediate  pH’s,  and 
most  flavors  of  Skoal  Bandits  have  the  lowest  average  pH’s.  The  FDA  laboratories  and  the 
American  Health  Foundation  laboratory  found  that  Conwood’s  starter  product  (Hawkcn)  had 
pH  levels  less  than  6,  while  its  product  for  experienced  users  (Kodiak  Wintergreen)  had  pH 
levels  greater  than  8.  FDA  also  examined  various  products  of  Swisher  International  and 
found  the  same  pattern  of  pH  and  nicotine  dose  graduation. 

FDA  agrees  that  there  is  some  variation  within  products,  in  part  due  to  storage 
conditions  and  storage  duration.  The  fact  that  there  is  variation  within  products  may  also 
reflect  the  natural  variation  one  would  expect  in  an  organic  product  that  is  marketed  in  a 
biologically  active  state.  For  example,  processes  occur  during  the  shelf  life  of  the  product 
that  could  alter  pH  over  time.‘°^^  Nonetheless,  the  evidenc.e  demonstrates  that  there  is  a 
consistent  pattern  in  which  products  marketed  as  “starter  products”  are  substantially  lower  in 
pH  than  are  products  marketed  to  experienced  users. 

There  is  no  basis  in  the  administrative  record  to  conclude  that  these  patterns  of  pH 
graduation  could  occur  naturally  or  would  be  induced  by  the  manufacturer  for  any  reason 
other  than  to  alter  nicotine  delivery.  The  high  pH  levels  observed  in  the  moist  snuff  products 
with  high  nicotine  deliveries  does  not  occur  naturally.*^*^  ' 

2.  Smokeless  tobacco  industry  comments  state  that  FDA  relies  upon  laboratory 
(in  vitro)  pH  data,  which  the  comments  claim  are  not  relevant  to  consumer  (in  vivo) 

Djordjevic  MV,  Hoffman  D,  Glynn  T,  et  a/.,  US  commercial  brands  of  moist  snuff,  1994,  assessment  of 
nicotine,  moisture,  and  pH,  Tobacco  Control  1995;4:62-66,  at  63-64.  See  AR  (Vol.  528  Ref.  97,  appendix  9). 

Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the  Environment 
of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.,  2d  Sess.  98 
(Nov.  29,  1994)  (testimony  of  Jack  Henningfield).  See  AR  (Vol.  710  Ref.  4).  ' 
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absorption  of  nicotine  from  smokeless  tobacco.  Specifically,  these  comments  state  that  the 
Agency  failed  to  present  any  data  demonstrating  a  connection  between  smokeless  tobacco 
pH,  measured  in  vitro,  and  the  actual  rate  and  extent  of  nicotine  absorbed  in  smokeless 
tobacco  users. 

FDA  disagrees  that  in  vitro  data  on  smokeless  tobacco  pH  are  irrelevant  to  nicotine 
absorption  in  humans.  Basic  scientific  principles,  experience  with  nicotine  gum  and  patches, 
and  FDA  laboratory  data,  demonstrate  that  the  effect  of  increasing  pH  is  to  increase  the 
amount  of  free  nicotine  available  for  absorption. 

As  described  in  section  n.D.2.a.,  above,  it  is  well  established  that  the  absorption  of 
drugs  into  the  bloodstream  can  be  increased  by  adjusting  pH  levels,  and  that  increasing  the 
pH  of  nicotine  converts  nicotine  salts  into  free  nicotine,  rendering  it  significantly  more 
absorbable.  Researchers  funded  by  the  tobacco  industry  have  confirmed  this  point,  stating 
that  nicotine  absorption  in  the  mouth  increases  as  a  function  of  pH  and  that  “the 
pharmacological  response  is  clearly  dependent  on  the  amount  of  nicotine  in  the  mouth  as 
freebase.’’^®^^ 

The  nicotine  polacrilex  gum  (Nicorette),  which  is  approved  for  treatment  of  nicotine 
addiction  by  providing  relief  from  withdrawal  symptoms,  provides  further  evidence  of  the 
relationship  between  pH  and  nicotine  absorption.  The  gum  is  formulated  to  provide  a  pH  of 
approximately  8,  and  the  nicotine  in  the  gum  is  well-absorbed  at  this  pH.  Versions  of  the 
nicotine  gum  that  had  lower  pH  levels,  however,  provided  insufficient  nicotine  absorption.^®^ 

Armitage  AK,  Turner  DM,  Abscnption  of  nicotine  in  cigarette  and  cigar  smoke  through  the  oral  mucosa, 

Ncaure  1970;226:1231-1232.  See  AR  (VoL  143  Ref.  1810). 

Henningfield  JE,  Radzius  A,  Coopo"  TM,  et  al..  Drinking  coffee  and  carbonated  beverages  blocks 
absorption  of  nicotine  from  nicotine  polacrilex  gflm.  Journal  of  the  American  Medical  Association  1990; 
264:1560-1564.  AR  (Vol.  29  Ref.  491-2). 
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One  of  the  principal  effects  of  pH  adjustment  is  to  alter  the  rate  of  drug  delivery  to 
the  target  receptors  in  the  body.  The  rate  of  drug  delivery  is  well  known  to  affect  a  wide 
range  of  pharmacological  effects  for  numerous  drug  products.  For  example,  a  slow  rate  of 
absorption  is  the  critical  reason  that  nicotine  patches  do  not  produce  mood-altering 
effects.^®*^  These  effects  occur  only  when  nicotine  is  absorbed  quickly  into  the  body. 

FDA  conducted  tests  to  assess  the  speed  of  nicotine  transfer  across  the  membranes 
using  smokeless  tobacco  with  different  pH  levels.  The  results  showed  that,  consistent  with 
scientific  theory,  pH  levels  affected  nicotine  transfer:  nicotine  from  the  high-pH  product  was 
transferred  across  membranes  more  quickly  than  was  nicotine  from  the  low-pH  product.  In 
faa,  in  the  first  2  minutes,  the  amount  of  nicotine  released  from  a  typical  size  pinch  of 
Copenhagen,  a  product  with  a  high  pH,  was  12  times  higher  than  the  amount  of  nicotine 
released  from  a  Skoal  Bandit  pouch,  a  product  with  a  low  pH.^°^ 

For  these  reasons,  FDA  finds  that  there  is  an  adequate  scientific  basis  to  conclude  that 
in  vitro  pH  values  predict  changes  in  nicotine  delivery. 

3.  One  smokeless  tobacco  industry  comment  presents  a  study  performed  by 
Andersson,*®^  which  it  claims  refutes  FDA’s  reliance  on  in  vitro  pH  data.  The  comment 
states  that  the  Andersson  study  demonstrated  higher  levels  of  nicotine  in  users  of  lower  pH 
chewing  tobacco  than  in  users  of  higher  pH  moist  snuff.  According  to  the  comment. 


Benowitz  NL,  Pharmacodynamics  of  nicotine:  implications  for  rational  treatment  of  nicotine  addiction, 
British  Journal  of  Addiction  1991;86:495-499,  at  496.  See  AR  (Vol.  71  Ref.  52). 

See  Ciolino  L,  Moist  Snuff  Nicotine  Release  Studies  (Sep.  28,  1994),  at  2.  See  AR  (VoL  30  Ref.  500-2). 

Andersson  G,  Bjomberg  G,  Curvall  M,  Oral  mucosal  changes  and  nicotine  disposition  in  users  of 
Swedish  smokeless  tobacco  products:  a  comparative  study,  J  Oral  Pathol  Med  1994: 161-167.  See  AR  (Vol. 
526  Ref.  95,  vol.  VII). 
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Andersson’s  data  demonstrate  that  the  smokeless  tobacco  product  with  the  highest  pH  (8.5 
to  8.6)  had  the  poorest  buccal  absorption  of  nicotine.  The  comment  argues  that  these  data 
support  the  contention  that  smokeless  tobacco  pH  is  irrelevant  to  nicotine  absorption  in  the 
smokeless  tobacco  user. 

FDA  disagrees  with  this  comment  In  fact  the  Andersson  study  found  that  the  degree 
of  nicotine  extraction  was  “significantly  highef  ’  among  users  of  loose  moist  snuff  than  among 
users  of  moist  snuff  in  pouches.*®^®  This  finding  is  consistent  with  FDA’s  analysis,  because 
the  loose  moist  snuff  had  a  higher  pH  than  the  moist  snulf  in  pouches.*®’* 

Moreover,  the  comment  mischaracterizes  the  Andersson  findings  in  other  ways  as 
well.  First  the  study  did  not  compare  absorption  characteristics  on  a  gram-for-gram  basis 
across  products  differing  in  pH.  For  example,  the  smokeless  tobacco  product  with  the 
highest  absorption,  a  type  of  chewing  tobacco,  had  over  twice  as  much  nicotine  in  it  as  any  of 
the  moist  snuff  products  used  in  this  study  and  subjects  in  the  study  used  varying  amounts  of 
smokeless  tobacco.  Thus,  nicotine  absorption  in  the  study  could  have  been  affected  by  the 
uncontrolled  vaiiation  in  the  amount  of  nicotine  consumed,  confounding  the  effects  of  pH  on 
nicotine  absorption. 

Second,  the  study  measured  nicotine  blood  levels  at  only  one  time  point,  which  is 
inadequate  to  determine  nicotine  absorption  (rate  or  extent).  Third,  the  authors  did  not  claim 
that  the  study  demonstrated  anything  about  the  effects  of  pH  on  absorption. 


'w.  at  164. 


Id. 
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Thus,  the  Andersson  study  provides  no  support  for  the  argument  that  in  vitro  data  are 
inadequate  to  describe  the  amount  of  nicotine  available  for  absorption. 

4.  The  comments  from  the  smokeless  tobacco  industry  state  that  a  variety  of 
biological  and  behavioral  faaors  are  stronger  determinants  of  nicotine  absorption  than  the  pH 
of  the  product.  TTie  comments  cite  such  factors  as  the  length  of  time  the  smokeless  tobacco 
is  left  in  the  mouth,  the  extent  to  which  the  smokeless  tobacco  is  “woriced”  by  the  user,  the 
rate  and  volume  of  expectorate,  and  the  frequency  and  amount  of  swallowing,  as  well  as 
salivary  pH. 

FDA  agrees  that  other  factors  can  influence  nicotine  absorption  besides  pH  levels. 
Moreover,  some  of  these  additional  factors  are  within  the  control  of  the  manufaaurer, 
including  the  use  of  pouches  for  some  products;  additives,  such  as  humectants;  the  cut  of  the 
tobacco;  and  the  use  of  various  binding  agents.  Nonetheless,  the  role  of  these  other  factors 
appears  to  be  less  significant.  The  UST  report  entitled  “Pharmacokinetics  of  Nicotine  and  its 
Major  Metabolites  in  Naive  and  Habituated  Snuff  Takers,”  for  instance,  concluded,  that  after 
using  identical  portions  of  snuff  there  “appears  to  be  no  differences”  in  plasma  nicotine  levels 
between  inexperienced  and  experienced  smokeless  tobacco  users.^®^^  One  would  expect 
many  of  the  Victors  cited  by  the  comment,  including  rate  and  volume  of  expectorating,  and 
frequency  and  amount  of  swallowing,  to  differ  between  inexperienced  and  experienced  users, 
but  these  differences  apparently  did  not  affect  amount  of  nicotine  absorption  in  the  two 
groups. 


U.S.  Tobacco,  Pharmacokinetics  of  Nicotine  and  its  Major  Metabolites  in  Naive  and  Habituated  Snuff 
Takers,  UST  document  from  Marsee,  plaintiffs  exhibit  3.27  at  13.  See  AR  (VoL  344  Ref.  5436). 
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Similarly,  the  final  results  from  a  preliminary  study  cited  by  the  smokeless  tobacco 
industry  concluded  that  “buccal  nicotine  absorption  was  not  affected  by  saliva  discharge 
rate.”‘°^^  These  results  ape  similar  to  those  of  a  companion  study  by  Nemeth-Coslett  et  al., 
which  studied  the  effect  of  the  chewing  rate  bn  nicotine  absorption  from  nicotine  gum.*®^^  In 
another  study  by  these  researchers,  pH  was  varied,  producing  a  strong  effect  on  nicotine 
absorption  from  nicotine  gum.  In  this  companion  study,  there  was  minimal  absorption  under 
acidic  conditions  and  significant  absorption  under  alkaline  cbnditions.^®’^  Taken  together, 
these  studies  show  that  the  effects  of  pH  on  nicotine  absorption  are  more  significant  than  the 
effects  of  oral  manipulation. 

Moreover,  behavioral  factors  should  have  a  minor  impact  when  comparing  the  effect 

of  a  series  of  smokeless  tobacco  on  a  given  user,  because  the  habits  of  the  user  should  be 

« 

relatively  constant.  Therefore,  for  any  individual  smokeless  tobacco  user,  a  product  line  with 
graduated  pH  levels  will  produce  graduated  nicotine  deliveries. 

In  conclusion,  although  the  Agency  agrees  that  biological  and  behavioral  factors  can 
influence  absorption  of  nicotine,  the  Agency  finds  that  produa  pH  has  an  established  and 
significant  role  in  controlling  the  absorption  of  nicotine. 

5.  A  smokeless  tobacco  industry  comment  emphasizes  the  role  of  saliva  and 
states  that  the  pH  levels  of  smokeless  tobacco  do  not  influence  nicotine  absorption.  The 

Cohen  C,  Radzius  A  Simmons  E,  et  al..  Time  course  of  buccal  nicotine  absorption  (NIDA  unpublished 
report,  1994)  (emphasis  added).  S««AR(VoL  711  Ref.  15).  ' 

Nemeth-C!oslett  R,  Benowitz  NL,  Robinson  N,  et  al..  Nicotine  gum;  chew  rate,  subjective  effects  and 
plasma  nicotine.  Pharmacology,  Biochemistry,  &  Behavior  1988;29:747-751.  See  AR(VoL  711  Ref.  10). 

Henningfield  JE,  Radzius  A  Coopw  TM,  et  al..  Drinking  coffee  and  carbonated  beverages  blocks 
absorption  of  nicotine  from  nicotine  polacrilex  gum.  Journal  of  the  American  Medical  Association  1990; 
264:1560-1564.  See  AR  (Vol.  29  Ref.  491-2). 
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comment  argues  that  FDA  data  show  that  the  buffering  capacity  of  saliva  is  greater  than  that  • 
of  smokeless  tobacco.  Thus,  according  to  the  comment,  when  the  smokeless  tobacco  and 
saliva  mix  in  the  mouth,  the  resultant  pH  of  the  mixture  is  determined  by  the  saliva  and  not 

the  tobacco. 

> 

FDA  disagrees  with  this  comment.  FDA  assessed  the  buffering  capacity  of  saliva  in  a 
report  entitled  “Relative  Buffering  Capacity  of  Saliva  and  Moist  SnufT”‘°^^  This  study  tested 
1-ml,  2.5-ml,  5- ml,  and  10-ml  volumes  of  saliva.*®^^  For  each  brand  of  smokeless  tobacco 
tested,  the  product  pH  was  measured  and  a  1.5g  quantity  of  tobacco,  representing  a  typical 
pinch,  was  selected.  The  effect  of  saliva  volume  on  the  resultant  pH  of  saliva/moist  snuff 
mixtures  was  then  evaluated.  Contrary  to  the  comments  of  the  smokeless  tobacco 
manufaaurers,  the  results  of  this  study  indicate  that  the  saliva  pH  was  altered  by  addition  of 
the  smokeless  tobacco  at  all  saliva  volumes  tested,  demonstrating  that  produa  pH  will 
influence  the  amount  of  free  nicotine  available  for  absorption. 

FDA’s  Artificial  Saliva  Study,  which  is  cited  by  the  comment,  does  not  conflict  with 
these  results.  As  clearly  stated  in  the  FDA  memorandum  spnunarizing  the  study,  the 
Artificial  Saliva  Study  was  designed  to  measure  and  compare  the  rate  of  nicotine  release  from 
smokeless  tobacco.  The  study  did  not  measure  smokeless  tobacco  effects  on  the  pH  of  the 
artificial  saliva.*®^ 


Memorandum  from  Ciolino  L,  Relative  Buffering  Capacity  of  Saliva  and  Moist  Snuff.  (Sep.  28, 1994). 
See  AR  (VoL  29  Ref.  499). 

74.  at  2. 

Memorandum  from  Ciolino  L,  Moist  Snuff  Nicotine  Release  Studies  (Sep.  28,  1994),  at  table  IV.B. 

See  AR  (Vol.  30  Ref.  500-2). 
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Moreover,  there  are  several  reasons  why  the  Artificial  Saliva  Study  cannot  be  used  to 
answer  the  question  of  whether  saliva  pH  or  product  pH  dominates  in  the  absorption  process 
for  nicotine  from  smokeless  tobacco.  First,  the  experiments  in  the  Artificial  Saliva  Study 
were  conducted  for  all  of  the  products  using  only  0.5g  of  smokeless  tobacco.  This  amount 
(0.5g)  was  used  because  this  is  the  net  tobacco  weight  in  the  Skoal  Bandits  pouch  and 
because  the  purpose  of  this  study  was  to  make  a  controlled  comparison  among  products.  As 
stated  in  the  FDA  memo,  however,  1 .5g  of  tobacco  more  closely  represents  a  typical  “pinch”  . 
for  Copenhagen,  as  well  as  for  Skoal  Long  Cut  Wintergreen  and  Skoal  Original  Fine  Cut 
Wintergreen.*®’’  Thus,  the  amount  of  product  used  in  the  experiments  is  three  times  lower 
than  in  typical  use  conditions  for  the  latter  three  products,  and  certainly  no  conclusion  can  be 
drawn  from  this  study  as  to  whether  salivary  pH  or  product  pH  would  dominate  under  typical 
use  conditions. 

Second,  the  experiments  in  the  Artificial  Saliva  Study  were  conducted  using  10  ml  of 
saliva.  Although  there  is  about  10  ml  of  saliva  in  the  human  mouth,  the  volume  of  saliva  that 
contacts  the  plug  of  moist  snuff  when  it  is  initially  placed  in  the  mouth  and  used  as  directed  is 
much  less  than  10  ml.  When  used  as  directed  by  the  manufacturers,  moist  snuff  is  intended  to 
stay  in  one  place  in  the  mouth,  limiting  mixing  with  saliva.  Its  use  does  not  require  the  active 
oral  manipulation  and  accompanying  salivary  saturation  of  chewing  tobacco  products.  A 
pindi  or  a  pouch  of  moist  snuff  is  a  self-contained  dosing  unit  that  is  wedged  between  the 
gum  and  cheek  in  such  a  manner  that  it  would  be  relatively  proteaed  from  rapid  saturation 
by  saliva. 


‘"’’w.ati. 
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Indeed,  the  industry’s  own  instructions  to  users  are  to  lodge  the  product  between  the 
cheek  and  gum  to  minimize  such  mixing  or  float  In  direct  marketing  and  advertising 
campaigns,  new  users  are  specifically  instructed  on  how  to  use  moist  snuff  products  to 
minimize  mixing  with  saliva.  For  example,  in  a  UST  advertisement  entitled  “Walt  Garrison 
answers  your  questions  about  smokeless  tobacco,”  the  advertising  copy  states:  “Just  take  a 
small  pinch  between  your  thumb  and  forefinger,  put  it  between  your  cheek  and  gum,  and 
leave  it  there.  The  tobacco  will  slowly  release  its  great  flavor  to  give  you  real  tobacco 
satisfaction.”*®*®  In  another  UST  advertisement,  the  instructions  are  consistent:  “How  do  I 
use  Skoal  Bandits?  Simply  take  a  pouch  and  place  it  between  your  upper  lip  and  gum.  Leave 
it  there,  but  DON’T  CHEW  IT.  The  pouch  works  like  a  teabag,  holding  the  tobacco  in,  but 
letting  the  flavour  out.”*®**  These  instructions  to  consumers  minimize  salivary  mixing  and 
oral  dissolution  of  the  products.  The  less  saliva  contacts  the  product,  the  more  the  product 
pH  controls  absorption. 

Third,  the  product  pH’s  of  the  particular  tins  of  smokeless  tobacco  used  in  the 
Artificial  Saliva  Study  were  not  determined.  Without  knowing  the  product  pH  levels,  the 
relative  effects  of  saliva  and  product  on  the  net  solution  pH  after  addition  of  the  produa 
cannot  be  evaluated.  When  discussing  FDA’s  Artificial  Saliva  Study,  the  comment 
misrepresented  pH  levels  that  were  measured  as  part  of  the  Reproducibility  Study  portion  of 
this  work  as  the  produa  pH  levels.  The  measurements  in  the  Reproducibility  Study  were 
made  on  different  lots  of  smokeless  tobacco  than  were  used  in  the  Artificial  Saliva  Study. 

Emster  VL,  Advertising  and  promotion  of  smokeless  tobacco  products,  Monographs/National  Cancer 
Institute  1989:87-94,  at  90.  See  AR  (VoL  65  Ref.  853). 

Advertisement:  “Introducing  Skoal  Bandits,  The  new  way  to  enjoy  tobacco.”  See  AR  (VoL  241 
Ref.  3260). 
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The  smokeless  tobacco  manufeaurers  themselves  argue  that  there  is  lot-to-lot  variability  for 
product  pH.  Accordingly,  the  products’  pH  from  the  Reproducibility  Study  were  not 
necessarily  the  same  as  the  pH  of  the  products  tested  in  the  Artificial  Saliva  Study. 

In  conclusion,  the  comment  mischaracterized  the  Agency’s  laboratory  data  and  drew 
erroneous  conclusions  from  the  data  presented.  In  fact,  FDA’s  analyses  shows  that  the  pH  of 
snrokeless  tobacco  affects  the  pH  levels  of  the  saliva  in  contaa  with  the  smokeless  tobacco, 
thereby  controlling  the  level  of  nicotine  absorption. 

6.  One  smokeless  tobacco  industry  comment  states  that  solids,  such  as  tobacco, 
cannot  have  a  pH  value. 

Solid  materials  must  mix  with  a  liquid  before  the  product’s  pH  is  measured.  When 
using  the  terms  “tobacco  pH”  or  “product  pH,”  the  Agency  and  other  laboratories  that  have 
conducted  studies  on  smokeless  tobacco  pH  are  referring  to  the  measured  pH  when  the 
smokeless  tobacco  product  is  allowed  to  contact  an  aqueous  environment  such  as  water  or 
saliva,  as  the  product  does  when  it  is  placed  in  the  tobacco  user’ s  mouth.  The  studies  on 
smokeless  tobacco  pH  are  designed  to  determine  whether  various  brands  of  smokeless 
tobacco  are  designed,  formulated,  processed,  or  otherwise  manipulated  to  control  the  pH  of 
the  produa  after  contact  with  the  aqueous  environment  in  the  user’s  mouth. 

7.  Smokeless  tobacco  industry  cormnents  cite  two  reports  written  by  Jeffrey  R. 

Idle  criticizing  smokeless  tobacco  pH  studies  and  reports  and  FDA  laboratory  data.  The 
comments  also  claim  that  Idle’s  analysis  was  sent  to  the  Centers  for  Disease  Control  and 
Prevention  (CDC)  by  the  UST  and  was  shared  with  “interested  parties.”  The  cormnents 
assume  that  CDC  shared  this  analysis  with  FDA  and  question  why  the  analysis  is  not  in  the 
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administrative  record.  Idle’s  analysis  was  not  placed  in  the  administrative  record  when  the 
Jurisdictional  Analysis  was  issued  because  the  Agency  was  not  aware  of  the  document. 

The  Agency  has  reviewed  the  memorandum  of  Jeffrey  Idle  to  UST  entitled  “FDA 
Proposed  Rule:  FDA  Memoranda,”  dated  December  13, 1995,  and  relevant  portions  of 
Idle’s  memorandum  to  UST  dated  February  9, 1995.‘“^  For  several  reasons,  some  of  which 
are  described  below,  FDA  concludes  that  Idle  and  the  commenters  either  misunderstood  or 
mischaracterized  FDA’s  results  and  analyses.  Moreover,  Idle’s  review  selects  certain  data 
favorable  to  his  position,  while  ignoring  data  contrary  to  his  position. 

a.  Idle’s  analysis  asserts  that  FDA’s  reliance  on  the  laboratory  data  showing 
graduated  nicotine  deliveries  is  not  valid  because  the  analytic  methods  used  by  the 
laboratories  were  not  standardized. 

FDA  acknowledges  that  the  four  laboratories  involved  conducted  independent 
analyses,  using  slightly  different  methods,  to  compare  the  nicotine  deliveries  of  various 
brands  of  smokeless  tobacco.  Nonetheless,  all  four  laboratories  found  a  remarkably  similar 
trend  of  graduated  nicotine  delivery  across  product  lines.  Contrary  to  Idle’s  comment,  the 
fact  that  different  laboratories,  using  different  methods,  reach  the  same  conclusion 
increases — rather  than  diminishes — the  reliability  of  the  conclusion. 

b.  Idle’ s  analysis  asserts  that  the  fact  that  a  range  of  pH  levels  and  free  nicotine 
deliveries  were  observed  for  individual  brands  in  the  laboratory  data  shows  that  the 
manufacturers  do  not  control  pH  or  free  nicotine.  According  to  Idle’s  analysis,  if  pH  levels 

Memorandum  from  Idle  JR  to  U.S.  Tobacco  Company  (Dec.  13, 1995).  See  AR  (VoL  529  Ref.  98, 
appendix  6). 

Statement  of  Jeffrey  R.  Idle  (Feb.  9, 1995).  See  AR  (Vol.  526  Ref.  95,  vol.  VI). 
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and  free  nicotine  delivery  were  controlled,  the  pH  levels  and  free  nicotine  deliveries  would 
never  vary  within  a  brand. 

FDA  disagrees  with  this  comment  There  are  many  explanations  for  the  range  of  pH 
and  free  nicotine  values  observed  within  individual  brands,  including  product  fermentation 
during  storage,  natural  variation  in  nicotine  content  and  pH  levels  in  tobacco  leaves,  and 
normal  variation  in  laboratory  analysis.  Despite  these  variations,  the  data  reveal  a  clear 
pattern  of  graduated  pH  levels  and  free  nicotine  delivery.  It  would  have  been  surprising  if  no 
variations  were  measured  by  the  laboratories. 

c.  Idle’s  analysis  states  that  the  majority  of  nicotine  in  all  tobacco  products  is 
trapped  inside  the  leaf  particles  and  that  acidic  (low  pH)  conditions,  not  alkali  (high  pH) 
conditions,  are  necessary  to  leach  nicotine  out  of  smokeless  tobacco.  These  assertions, 
however,  are  contradicted  by  the  evidence  in  the  administrative  record.  As  discussed  above, 
studies  by  FDA  and  other  researchers,  including  researchers  funded  by  the  smokeless  tobacco 
manufacturers,  provide  direct  evidence  that  the  release  and  absorption  of  nicotine  increases  as 
pH  levels  increase. 

d.  Idle’ s  analysis  states  that  the  Skoal  Long  Cuts  and  Copenhagen  are 
indistinguishable  in  terms  of  their  nicotine  content,  rates  of  nicotine  release,  and  pH  levels. 

This  assertion,  however,  is  contradiaed  by  the  data  measured  in  FDA  laboratories.  While  the 
total  nicotine  content  in  Skoal  Long  Cuts  and  Copenhagen  are  similar,  the  products’  pH  and 
delivery  of  free  nicotine  differ  substantially.  For  instance,  FDA’s  data  shows  that  Skoal  Long 
Cut  Cherry  has  a  pH  of  7.15  to  7.38  and  a  free  nicotine  delivery  of  12.3%  to  18.5%.  These 
levels  are  substantially  lower  than  Copenhagen,  which  has  a  pH  of  7.71  to  8.14  and  a  free 
nicotine  delivery  of  32.7%  to  56.5%.  See  section  n.D.2.a.,  above. 
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8.  One  comment  states  that  there  is  no  evidence  in  the  administrative  record  that 
smokeless  tobacco  manufacturers  add  compounds  for  the  purpose  of  affecting  nicotine 
absorption  into  the  bloodstream. 

The  Agency  disagrees  with  this  comment  As  discussed  in  section  n.p.2.a.,  above, 
there  is  substantial  evidence  in  the  record  that  the  manufacturers  add  buffering  agents  to  raise 
the  pH  levels  in  smokeless  tobacco,  which  has  the  effect  of  increasing  nicotine  absorption. 

9.  In  the  Jurisdictional  Analysis,  FDA  reported  that  smokeless  tobacco  delivers 
nicotine  at  its  most  rapid  rate  within  5  minutes  after  placing  the  product  in  the  mouth.*®*^ 

Blood  levels  then  continue  to  rise  while  the  smokeless  tobacco  product  is  kept  in  the 
mouth.  One  smokeless  tobacco  industry  comment  contends  that  this  FDA  finding  is  false 
and  misleading.  According  to  the  comment,  the  Agency  relied  on  in  vitro  data  that  do  not 
purport  to  simulate  bioavailability  in  users.  In  addition,  the  comment  states  that  the  Agency 
did  not  cite  any  evidentiary  support  for  its  statement  that  the  bolus  dose  results  in  peak 
pharmacological  concentrations  in  users,  maintaii^  by  slow  continued  release  of  nicotine 
from  the  product. 

The  Agency  disagrees  that  its  statement  concerning  the  bolus  dose  of  nicotine 
delivered  by  smokeless  tobacco  is  false  or  misleading.  The  administrative  record  contains  in 
vitro  data  demonstrating  that  when  smokeless  tobacco  was  placed  in  simulated  saliva,  a 
significant  amount  of  nicotine  was  released  from  the  products  within  the  first  5  seconds.^®*^ 

Benowitz  N,  Pordiet  H.  Shein^  L,  et  al..  Nicotine  absoiption  and  cardiovascular  effects  with  smokeless 
tobacco  use:  con^iarisoa  with  cigarettes  and  nicotine  gum.  Clinical  Pharmacology  and  Therapeutics 
1988;44:23-28.  at  25.  See  AR  (VoL  12  Ref.  134). 

“’•*74.  at  24,  fig.  1. 

Memtxandum  from  Ciolino  L,  Moist  Snuff  Nicotine  Release  Studies  (Sq).  28, 1994),  at  table  FV.  A  See 
AR  (Vol.  30  Ref.  500-2). 
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This  study  provides  strong  evidence  that  a  significant  amount  of  nicotine  is  available  for 
absorption  within  the  first  5  seconds  of  use. 

Additionally,  the  administrative  record  includes  an  in  vivo  pharmacokinetic  study 
consistent  with  these  in  vitro  results.  This  study  concluded  that  rate  of  nicotine  absorption 
peaks  about  5  minutes  after  placing  oral  snuff  and  chewing  tobacco  in  the  mouth. 

Thus,  the  Agency  provided  both  in  vivo  and  in  vitro  data  independently 
demonstrating  that  peak  pharmacologic  concentrations  of  nicotine  are  delivered  within  5 
minutes  of  placing  smokeless  tobacco  in  the  mouth.  The  comment  provided  no  evidence  to 
rebut  this  conclusion. 

b.  Comments  on  the  Graduation  Process 

1 .  '  Two  smokeless  tobacco  industry  comments  contend  that  persuasive  evidence 

of  a  graduation  process  would  have  come  from  a  survey  of  smokeless  tobacco  users  showing 
that  switching  is  unidirectional  (i.e.,  that  when  a  user  switches,  he  always  switches  from  a 
pouch  to  a  loose  tobacco  product  and  from  a  lower  to  a  higher  pH  product),  but  that  FDA 
failed  to  present  such  evidence.  The  comments  claim  that  consumer  demographic  data 
demonstrate  that  there  is  “significant  brand  loyalty”  and  that  many  smokeless  tobacco  users 
stay  with  the  brand  they  first  choose.  Furthermore,  the  comments  claim  that  any  switching 
that  does  occur  does  not  indicate  any  patterns,  and  that  social  and  other  factors  cause 
smokeless  tobacco  users  to  choose  their  own  brands. 


Benowitz  N,  Porchet  H,  Sheiner  L,  et  al.^  Nicotine  absorption  and  cardiovascular  effects  with  smokeless 
tobacco  use:  comparison  with  cigarettes  and  nicotine  gum,  Clinical  Pharmacology  and  Therapeutics 
1988;44:23-28,  at  26.  See  AR  (VoL  12  Ref.  134). 
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Contrary  to  the  comments,  the  evidence  in  the  record  does  in  faa  demonstrate  a  clear 
pattern  of  switching  from  brands  of  smokeless  tobacco  that  deliver  low  levels  of  nicotine  to 
brands  that  deliver  higher  levels  of  nicotine.  As  discussed  in  section  n.D.2.,  above,  an 
analysis  of  data  from  CDC’s  1993  Teenage  Attitudes  and  Practices  Survey  (TAPS)  and  a 
follow-up  study  from  the  1989  TAPS  shows  that  most  brand  switching  involves  switching 
from  products  with  low  nicotine  delivery  to  products  with  higher  nicotine  delivery. 

The  comments  do  not  provide  data  or  any  other  documentation  to  the  Agency  to 
supporrthe  claim  that  there  is  no  pattern  to  brand  switching.  Without  any  such  evidence  to 
support  its  claim,  the  smokeless  tobacco  industry  has  not  provided  an  adequate  basis  to  rebut 
the  Agency’s  findings. 

2.  UST  denies  that  it  uses  a  graduation  strategy  in  the  manufacture  and 

marketing  of  its  products.  Specifically,  the  UST  comment  states: 

As  best  as  U.S.  Tobacco  can  now  determine,  the  term  “graduation 
process”  as  used  in  the  early  198()s  ( 1)  did  not  relate  to  increasing 
levels  of  nicotine  and  pH;  (2)  did  not  drive  the  company’s  marketing 
strategies;  and  (3)  is  contradicted  by  consumer  behavior  in  the 
marketplace.^®*^ 

The  Agency  does  not  find  UST’s  position  to  be  credible.  Ctontrary  to  UST  s 
assertions,  its  products  do  deliver  graduated  levels  of  nicotine,  see  section  ILD.2.a.,  above; 

USTs  marketing  strategies  do  target  low-nicotine  products  for  new  users  and  high-nicotine 
products  for  experienced  users,  see  section  n.D.2.c.,  above;  and  consumers  do  shift  from 
low-nicotine  products  to  high-nicotine  products.  See  section  ILD.2.b.,  above.  Moreover, 
senior  UST  officials,  including  the  president  of  UST,  and  other  UST  documents  do  use  the 


U.S.  Tobacco  Company,  Comment  (Jan.  2,  1996),  at  32.  See  AR  (Vol.  529  Ref.  98). 


485 


45142  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 


I1.D.4. 

\ 

phrase  “graduation  process”  to  describe  USTs  marketing  approach.  section 
II.D.2.C.,  above. 

3.  UST  alleges  that  FDA’s  reliance  on  various  UST  documents  and  statements 
made  by  UST  executives  is  ill-founded.  UST  claims  that,  among  other  things,  the  Agency 
took  statements  out  of  context;  the  statements  were  not  representative  of  UST’s  position; 
and  the  Agency  improperly  relied  on  statements,  documents,  and  offers  of  proof  from  the 
plaintiffs  attorneys  in  a  product  liability  suit. 

The  Agency  believes  that  all  of  the  documents  and  statements  speak  for  themselves 
and  fully  support  the  position  taken  in  the  Jurisdictional  Analysis.  A  summary  of  those 
comments  and  the  Agency’s  response  follows: 

a.  In  the  Jurisdictional  Analysis,  the  Agency  referred  to  several  statements  made 
by  a  UST  senior  vice-president  for  marketing  which  demonstrate  that  UST  understands  the 
relationship  between  the  pH  of  its  products  and  nicotine  delivery.  UST  states  that  the 
Agency  mischaracterized  the  comments  and  failed  to  mention  that  the  marketing  executive 
disclaimed  his  expertise  with  respea  to  pH  and  nicotine  in  a  prior  exchange  within  the  cited 
deposition. 

While  the  Agency  did  not  mention  the  prior  exchange  in  the  Jurisdictional  Analysis, 
this  omission  does  not  affect  the  meaning  of  the  relevant  passages.  As  the  record  shows,  this 
senior  vice-president  for  marketing  acknowledged  his  understanding  that  as  the  pH  of  the 
smokeless  tobacco  product  is  lowered,  the  rate  of  nicotine  absorption  by  the  user  is  also 
lowered:  ^ 

Q.  Mr.  Lindqvist,  is  it  your  understanding  that  as  the  pH  of  the  product  is 

lowered,  that  the  rate  of  absorption  of  nicotine  by  the  user  is  also  lowered? 
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A.  That  would  be  my  understanding,  yes. 

The  record  also  shows  that  this  senior  vice  president  participated  in  discussions  with  other 
senior  level  executives  within  the  company  about  produa  development  and  specifically  made 
suggestions  for  pH  levels  for  those  products  that  reflect  his  knowledge  of  the  relationship  of 
pH  to  the  nicotine  strength  of  the  product.  For  instance,  in  discussing  the  specifications  for  a 
“premium  project,”  he  recommended  that  UST  set  “p//  at  the  level  of  Copenhagen  or 
higher  These  statements  demonstrate  knowledge  of  the  relationship  of  pH  and 
nicotine  delivery. 

b.  In  the  Jurisdiaional  Analysis  and  in  section  n.D.2.c.,  above,  the  Agency  cites 
several  UST  documents  that  referred  to  the  “Lotus  Project.”  These  documents  disclosed  the 
company’s  intent  to  produce  products  with  varying  amounts  of  nicotine  and  to  develop  a  low 
nicotine  product  especially  for  new  users.  UST  states  that  some  of  the  comments  referred  to 
were  just  “one  individual’s  preliminary  thoughts”^®^  about  a  low-nicotine  product.  Further, 

UST  states  that  the  Lotus  Project  documents  refer  to  a  Swedish  marketing  campaign  by  a 
foreign  smokeless  tobacco  manufacturer,  not  a  project  planned  for  the  United  States  or  any 
other  market  by  U.S.  Tobacco. 

The  UST  documents  in  question  speak  for  themselves.  The  “one  individual’s 
preliminary  thoughts”  were  those  of  the  president  of  USTs  smokeless  tobacco  foreign 


Deposition  of  Erik  Lindqvist,  Marsee  v.  U.S.  Tobacco.  Civil  Action  No.  84-2777R  (W.D.  Ok.  1986) 
Transcript  of  jury  trial  proceedings  at  1668.  See  AR  (VoL  29  Ref.  489-2). 

U.S.  Tobacco  Company  memo  from  ErUc  Lindqvist  (Sep.  22, 1981)  (enqihasis  added).  This  document 
was  discussed  in  the  trial  transcript  in  Marsee  v.  U.S.  Tobacco  at  1668-1669.  See  AR  (VoL  29  Ref.  489-2). 

Joint  Comments  of  the  Smokeless  Tobacco  Manufacturers  (Jaa  2,  19%),  at  24.  See  AR  (Vol.  526 
Ref.  95). 
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subsidiary  and  were  made  to  the  president  of  UST  in  a  memorandum  written  on  UST 
letterhead  and  labeled  “Intra-Company  Conespondence.”*®’*  Contrary  to  UST’s  comment, 
the  president  of  UST  expressly  stated  that  the  Swedish  smokeless  tobacco  company  and  UST 
were  “cooperat[mg]  on  this  project”  and  that  “he  wanted  a  Lxitus  product  for  the  U.S. 
market.”*®’^  Suggestions  for  product  development  made  by  corporate  executives  carry 
significant  weight  and  cannot  be  dismissed  as  oi^  individual’s  preliminary  thoughts.  See 
Ezold  V.  Wolf,  983  F.2d  509, 546  (3d.  Cir.  1992).  Furthermore,  UST  acknowledges  that 
“[s]uch  a  portion  pack  product,  intended  to  appeal  to  cigarette  smdkers,  was  ultimately 
marketed  in  the  U.S.  under  the  brand  name  Skoal  Bandits.”^*”^ 

c.  In  the  Jurisdictional  Analysis  and  in  section  n.D.l.  above,  the  Agency  cited  as 
a  UST  document  that  posed  “Potential  Questions  and  Answers”  about  UST’s  introduction  of 
Skoal  Bandits  in  a  foreign  market. One  question  the  company  assumes  consumers  wiU 
ask  is,  “How  much  nicotine  does  it  contain?  Is  it  absorbed?”’®’^  The  company  replies  that 
the  product  contains  about  as  much  nicotine  as  an  average  cigarette  and  that  “[t]he  nicotine  is 
absorbed,  giv[ing]  satisfaction  to  the  smoker.”^®®*  The  Agency  stated  that  the  document 


Intra-company  oortespondence  from  Watscm  WW  (piesidmit,  Scandia  Intematkmals)  to  Bantle  LA 
(president,  U.S.  Tobacco  Company)  (Jun.  2, 1972),  from  Marsee  v.  U.S.  Tobacco,  trial  exhibit  158.  See  AR 
(Vol.  30  Ref.  505-2). 

Minutes  from  meeting  in  Gremiwich  at  Bantle  LA’s  office  (JuL  18, 1972),  at  1,  from  Marsee  v.  U.S. 
Tobacco,  trial  exhibit  159.  See  AR  (VoL  30  Ref.  505-3). 

Joint  Llomments  of  the  Smokeless  Tobacco  Manufacturers  (Jan.  2, 1996),  at  24.  See  AR  (VoL  526 
Ref  95). 

Potratial  (^estions  and  Answers,  submitted  in  Marsee  v.  U.S.  Tobacco,  at  1.  See  AR  (VoL  30  Ref  509). 

1095  jd 
^^Id. 
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demonstrates  the  manufaaurer’s  intent  to  provide  nicotine  for  absorption  and  thereby 
provide  “satisfaction”  to  the  smokeless  tobacco  user.  UST  argues  that  there  is  no  suggestion 
by  FDA  that  any  of  the  statements  contained  in  the  document  were  ever  conmiunicated  to  the 
public,  within  or  outside  of  the  United  States,  and  therefore  that  this  document  is  irrelevant  to 
establishing  intended  use. 

FDA  disagrees.  This  document  is  relevant  to  establishing  the  intent  of  the 
manufacturer,  whether  or  not  the  information  within  the  document  was  ultimately 
communicated  to  the  public.  The  evidence  relevant  to  establishing  intended  use  is  discussed 
in  greater  detail  in  seaions  II.C-1.  and  II.C.2.e.,  above,  and  n.E.,  below.  As  described 
therein,  the  manufacturer’s  intent  may  be  demonstrated  by  company  documents,  regardless  of 
whether  the  documents  are  disclosed  to  the  public.  In  this  case,  the  questions  and  answers  on 
nicotine  content  and  absorption  demonstrate  UST s  knowledge  of  nicotine’s  effects  on  users 
of  smokeless  tobacco  and  the  company’s  awareness  of  users’  desire  for  satisfying  doses  of 
nicotine.  , 

d.  UST  states  that  FDA  relies  on  documents  from  a  product  liability  lawsuit 
(Marsee  v.  UST),  as  well  as  sections  of  the  trial  transcript,  and  contends  that  these  are 
distortions  and  mischaracterizations  from  plaintiffs  attorneys.  The  comments  also  state  that 
FDA  relied  on  unsubstantiated  statements  made  by  the  plaintiffs  attorney  in  that  case  as  part 
of  an  offer  of  proof. 

In  several  iristances,  the  Agency  cited  portions  of  a  trial  transcript  that  recorded  the 
questioning  of  a  senior  UST  official.  The  statements  relied  on  by  FDA  were  made  by  the 
UST  official  for  a  deposition  or  as  part  of  the  trial  proceedings  under  penalty  of  perjury.  The 
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Agency  does  not  have  any  reason  to  believe  that  the  testimony  was  fraudulent,  nor  has  the 
comment  suggested  that  it  was. 

The  Agency  agrees  that  some  of  the  quotes  cited  in  the  Jurisdictional  Analysis  and  in 
this  document  were  entered  into  the  trial  record  of  Marsee  as  an  offer  of  proof.  None  of 
these  quotes,  however,  are  essential  to  FDA’s  analysis.  Moreover,  the  Agency  does  not  have 
any  reason  to  believe  that  the  attorneys  mischaracterized  the  statements  made  in  the 
documents,  nor  has  the  comment  offered  any  such  reason.  The  comment  has  Aus  provided 
no  persuasive  basis  on  which  to  reject  this  evidence. 

e.  UST  argues  that  the  Agency  misinterprets  the  use  of  the  terms  “strength”  and 
“nicotine  satisfaaion,”  as  used  in  UST  internal  company  documents.  The  company  states 
that  there  is  no  evidence  to  support  FDA’s  contention  that  “strength”  refers  to  the  delivery  of 
nicotine.  The  comment  further  states  that  “satisfaaion”  is  highly  subjeaive  and  means 
something  different  to  different  people  and  that  “nicotine  satisfaction,”  as  used  in  the 
smokeless  tobacco  company  documents,  refers  to  “taste.” 

The  evidence  shows  that  “strength,”  as  used  in  various  UST  company  documents, 
refers  to  nicotine  delivery.  Express  statements  made  by  UST  officials  refer  to  “strength”  of 
nicotine  and  differentiate  both  “strength”  and  “satisfaction”  from  “taste”  of  the  product.^®’^ 

As  described  in  section  n.D.2.c.,  above,  for  instance,  one  UST  document  specifically  urged 
UST  to  develop  products  with  “three  different . . .  strengths  of  nicotine.”^®^*  Another  UST 

The  Lotus  Project,  attached  to  minutes  from  a  meeting  in  Greenwich  at  Bantle  LA’s  office  (JuL  18, 

1972),  from  Marsee  v.  U.S.  Tobacco,  trial  exhibit  159.  See  AR  (VoL  30  Ref.  505-3). 

lntra-con^)any  correspondence  from  Watson  WW  (president,  Scandia  Internationals)  to  Bantle  LA 
(president,  U.S.  Tobacco  Company)  (Jun.  2, 1972),  at  2,  fxova.  Marsee  v.  U.S.  Tobacco,  trial  exhibit  158. 

See  AR  (VoL  30  Ref.  505-2). 
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document  states:  “Our  sales  and  mariceting  groups  have  asked  for  a  W.B.  type  chew  with  less 

strength  saying  the  present  product  contains  too  much  nicotine  for  the  type  chewer  to  whom 

they  would  like  to  direct  the  sale  of  such  a  product.”*®^ 

Another  UST  document  explicitly  links  nicotine  with  satisfaction,  stating  that 

“virtually  all  tobacco  usage  is  based  upon  nicotine,  ‘the  kick’,  satisfactionr^'^ ^ 

Based  on  these  statements  and  other  statements  in  the  record,  the  evidence  in  the 

record  supports  the  Agency  characterization  of  strength  and  satisfaction. 

4.  UST  argues  that  there  is  nothing  in  the  record  to  support  FDA’s  assertion  that 

its  advertisements  encouragfe  established  users  to  graduate  to  higher  nicotine  delivery 

products. 

The  Agency  disagrees  with  this  comment.  USTs  advertisements  specifically  promote 
graduation  to  higher-nicotine  products.  Low-nicotine  products  are  marketed  for  new  users, 
sometimes  referred  to  as  “You  Guys  Just  Starting  Out.”  In  contrast,  advertisements  for  high- 
nicotine  products  use  slogans  like  “Sooner  or  Later  It’s  Copenhagen”  that  promote 
graduation  to  the  higher  nicotine  product.  See  section  n.D.2.c.,  above. 

Moreover,  as  discussed  in  section  ILD.2.C,  above,  a  UST  chart  depicts  the  graduation 
process  as  a  bullseye  and  shows  how  UST’s  marketing  strategies  encourage  graduation. 


Health  Effects  of  Smokeless  Tobacco:  Hearings  Before  the  Subcommittee  on  Health  and  the  Environment 
of  the  Committee  on  Energy  and  Commerce,  U.S.  House  of  Representatives,  103d  Cong.  2d  Sess.  61 
(Nov.  29, 1994)  (emphasis  added).  See  AR  (VoL  710  Ref.  4). 

Deposition  of  Erik  Lindqvist,  Mar  see  v.  U.S.  Tobacco,  transcript  of  jury  trial  proceedings,  at  1662 
(emphasis  added).  See  AR  (VoL  29  Ref.  489-2). 
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c.  Other  Comments 

1 .  One  comment  argues  that  FDA  intends  to  assert  jurisdiction  over  the  entire 
moist  snuff  industry  by  relying  exclusively  on  information  about  one  company,  UST,  without 
any  information  in  the  record  about  other  companies. 

FDA  disagrees  with  this  comment  In  section  H.  A.,  above,  FDA  has  concluded  that 
the  pharmacological  effects  and  uses  of  smokeless  tobacco  would  be  foreseeable  to  any 
reasonable  manufacturer  of  smokeless  tobacco.  On  the  basis  of  these  foreseeable 
consequences,  FDA  has  found  that  smokeless  tobacco  manufaaurers  intend  to  affea  the 
structure  and  function  of  the  body.  This  basis  for  establishing  jurisdiction  applies*  equally  to 
all  the  smokeless  tobacco  manufacturers. 

In  seaion  II.B.,  above,  FDA  has  established  that  the  intended  use  of  smokeless 
tobacco  is  to  affect  the  structure  and  funaion  of  the  body  based  on  the  actual  consumer  use 
of  smokeless  tobacco.  This  finding  applies  equally  to  all  the  smokeless  tobacco 
manufocturers. 

In  this  section,  FDA  has  found  that  the  smokeless  tobacco  manufacturers  intend  to 
affea  the  struaure  and  function  of  the  body  based  on  the  statements,  research,  and  actions  of 
the  manufaaurers.  Contrary  to  the  comment,  the  record  contains  substantial  evidence  of  the 
statements,  research,  and  actions  of  smokeless  tobacco  manufacturers  other  than  UST. 

First,  the  evidence  shows  that  the  major  smokeless  tobacco  manufacturers  have 
knowledge  of  the  pharmacological  effects  of  nicotine,  one  of  the  major  constituents  of 
smokeless  tobacco.  Some  of  the  smokeless  tobacco  manufaaurers,  like  UST  and  Brown  & 
Williamson,  have  conducted  their  own  extensive  research  into  nicotine  pharmacology.  All 
the  major  smokeless  tobacco  companies  have  acquired  knowledge  of  nicotine  pharmacology 
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through  their  participation  in  the  research  of  the  Smokeless  Tobacco  Research  Council.  See 

seaion  U.D.l.,  above. 

% 

Second,  the  evidence  also  shows  that  smokeless  tobacco  manufacturers  manipulate 
the  delivery  of  nicotine  to  consumers.  In  addition  to  testing  the  nicotine  deliveries  of  UST 
products,  FDA  also  tested  the  nicotine  deliveries  of  smokeless  tobacco  manufaaured  by 
Con  wood  Co.  and  Swisher  International.  TTiis  testing  showed  that  like  UST,  these  ^ 

companies  also  graduate  their  nicotine  deliveries  in  a  manner  that  promotes  tolerance  and 
addiction.  Another  company,  Pinkerton  Tobacco  Co.,  also  controls  nicotine  deliveries 
through  the  use  of  pouches  for  its  starter  products.  See  seaion  n.D.2.a.,  above. 

This  evidence  of  (1)  knowledge  of  nicotine’s  pharmacological  effects  and  uses  and 
(2)  manipulation  of  nicotine  deliveries  in  a  manner  that  encourages  tolerance  and  addiction 
thus  applies  to  the  major  smokeless  tobacco  manufacturers.  The  evidence  is  sufficient  to 
establish  that  these  manufaaurers  intend  their  products  to  affect  the  structure  and  function  of 
the  body. 

2.  One  comment  states  that  FDA  fails  to  distinguish  between  different  smokeless 
tobacco  products,  namely  moist  snuff  and  chewing  tobacco.  The  comment  states  that  FDA  is 
required  to  establish  independently  that  each  product  is  intended  to  affea  the  structure  and 
function  of  the  body.  The  comment  also  claims  that  FDA  does  not  have  any  information 
about  categories  of  smokeless  tobacco  other  than  moist  snuff. 

FDA  believes  that  there  is  no  basis  in  the  record  for  treating  chewing  tobacco 
differently  than  moist  snuff.  Studies  demonstrate  that  both  snuff  and  chewing  tobacco 

FDA’s  authority  to  assert  jurisdiction  over  a  class  of  similar  products,  such  as  smokeless  tobacco,  rather 
than  assert  jurisdiction  company  by  company  is  further  discussed  in  secticm  II.F.,  below. 
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products  rapidly  deliver  equal  or  even  greater  amounts  of  nicotine  to  the  bloodstream  than 
the  amounts  delivered  by  cigarettes.”®^  These  studies  also  show  that  both  snuff  and  chewing 
tobacco  produce  similar  peak  blood  levels  of  nicotine.  Moreover,  as  described  in  sections 
II. A.  and  II.B.,  above,  the  evidence  shows  that  all  smokeless  tobacco — including  both  moist 
snuff  and  chewing  tobacco — is  addictive  and  is  used  by  consumers  for  pharmacological 
effects.  Because  the  pharmacological  effects  of  moist  snuff  and  chewing  tobacco  are 
essentially  the  same,  the  two  products  should  be  treated  the  same. 

In  addition,  moist  snuff  and  chewing  tobacco  are  generally  manufaaured  by  the  same 
companies.  The  manufacturers  do  not  argue  that  a  “Chinese  wall”  exists  at  these  ccwnpanies 
that  separates  their  moist  snuff  operations  from  their  chewing  tobacco  operations.  Therefore, 
having  established  that  these  manufacturers  intend  that  their  moist  snuff  products  affect  the 
structure  and  function  of  the  body,  FDA  may  properly  presume  that  these  manufacturers  have 
the  same  intent  when  manufacturing  another  product  (in  this  case,  chewing  tobacco)  that 
causes  the  same  pharmacological  effects. 


Department  of  Healtfi  and  Human  Services,  Office  cm  SnKddng  and  Health,  Report  of  the  Advisory 
Committee  to  die  Surgeon  General,  The  Health  Consequences  of  Using  Smokeless  Tobacco  (Washington  DC: 
DHHS,  1986),  at  143-167.  See  AR(Wol  128  Ref.  1591). 

Benowitz  N,  Poichet  H,  Shdner  L,  et  aL  Nicotine  abscnptitm  and  cardiovascular  effects  with  smt^less 
tobacco  use:  comparistm  with  cigarettes  and  nicotine  gum.  Clinical  Pharmacology  and  Therapeutics 
1988;44:23-28.  5eeAR(VoL  12  Ref.  134). 

There  is  also  evidence  diat  tobacco  manufetcturers  deliboately  use  high-nicotine  tobaccos  in  diewing  tobacco. 
A  document  submitted  to  the  reoxd  by  the  tobacco  industry  states  that  chewing  tobaccos  utilize  dark,  air- 
cured  tobacco  ^pes  that  ate  “cultivated  in  a  maimer  ccmdudve  to  heavy  body  and  high  nicodne  content” 
TobJKXO,  in  Encyclopedia  of  Chemical  Technology,  eds.,  Kirk  RE,  Othmer  DF  (New  York:  The  Intetsdence 
Encyclopedia  Inc.),  14:244.  See  AR  (Vol.  535  Ref.  %,  vol.  IV.B). 
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E.  THE  “INTENDED  USE”  OF  A  PRODUCT  IS  NOT  DETERMINED 
ONLY  ON  THE  BASIS  OF  PROMOTIONAL  CLAIMS 

Sections  II.A.-D.,  above,  described  the  evidence  before  the  Agency  establishing  < 
that  cigarettes  and  smokeless  tobacco  are  intended  to  affect  the  structure  or  function  of 
the  body,  and  briefly  discussed  FDA’s  legal  authority  to  consider  evidence  of  foreseeable 
pharmacological  effects  and  uses,  actual  consumer  use,  and  the  statements,  research,  and 
actions  of  manufacturers.  In  this  section,  FDA  responds  to  comments  on  the  legal  basis 
for  considering  these  groups  of  evidence. 

Several  comments  agreed  with  the  analysis  of  the  intended  use  of  cigarettes  and 
smokeless  tobacco  set  forth  in  the  Jurisdictional  Analysis.  The  tobacco  industry-,  however, 
submitted  several  comments  in  opposition  to  the  Agency’s  analysis  of  the  intended  use  of 
cigarettes  and  smokeless  tobacco,  including  the  joint  comments  submitted  by  the  cigarette 
manufacturers  and  the  joint  comment  submitted  by  the  smokeless  tobacco  manufacturers. 

The  Agency  received  additional  comments  that  made  arguments  similar  to  those  of  the  , 

tobacco  industry. 

The  principal  contention  of  the  tobacco  industry  is  that  whether  a  product  is 
“intended”  to  affea  the  structure  or  any  function  of  the  body  may  be  determined  “only”  on 
the  basis  of  the  claims  made  by  the  manufacturer  to  the  consumer  in  connection  with  the 
sale  and  distribution  of  the  product  According  to  the  tobacco  industry,  because  they  do 
not  overtly  promote  the  pharmacological  use  of  cigarettes  and  smokeless  tobacco,  their 
products  are  not  “intended”  to  affect  the  structure  or  function  of  the  body  under  the  Act 
and  FDA  is  therefore  powerless  to  regulate  them. 
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The  tobacco  industry’s  argument  cannot  be  correct  Their  contention  is  contrary 
to  the  plain  language  of  the  Act,  FDA’s  regulations,  judicial  precedent  and  the  Agency’s 
long-standing  interpretation  of  the  Aa.  If  adopted,  this  interpretation  would  allow  any 
drug  manufacturer  or  importer  to  avoid  FDA  jurisdiction  simply  by  not  making  certain 
types  of  claims — even  for  products  with  powerful  pharmacological  effects. 

As  discussed  more  fully  below,  the  Agency  finds  that  the  arguments  made  by  the 
tobacco  industry  are  unpersuasive  and  that  the  determination  of  whether  a  product  is 
“intended”  to  affect  the  stmaure  or  function  of  the  body  may  be  based  not  only  on  the 
promotional  claims  of  the  manufacturer,  but  also  on  other  objective  evidence  of  intended 
use.  This  other  objective  evidence  of  intent  may  include  evidence  of  the  foreseeable 
pharmacological  effects  and  uses  of  the  product,  evidence  of  how  consumers  actually  use 
the  product,  and  evidence  of  the  manufacturers’  statements,  research,  and  actions  that 
reveal  the  product’ s  intended  uses. 

Moreover,  the  Agency  disagrees  with  the  premise  of  the  manufacturers’ 
argument — ^namely,  that  consideration  of  prbmotional  claims  shows  that  cigarettes  and 
smokeless  tobacco  are  not  drugs  or  devices  under  the  Act  As  discussed  in  section  n.E.2., 
below,  the  Agency  agrees  with  the  comments  that  argue  that  the  manufaaurers’ 
advertisements  do  in  fact  support  the  Agency’s  conclusion  that  cigarettes  and  smokeless 
tobacco  have  intended  pharmacological  uses. 

1.  The  ‘^Intended  Use”  of  a  Product  May  Be  Established  on  the  Basis  of 

All  Relevant  Objective  Evidence  of  Intent 

As  noted  in  section  II.  A.  1.,  above,  in  determining  whether  an  article  is  “intended” 
to  affect  the  structure  or  function  of  the  body,  “the  FDA  is  not  bound  by  the 
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manufacturer’s  subjective  claims  of  intent,”  but  rather  can  find  aaual  intent  “on  the  basis 
of  objective  evidence.”  National  Nutritional  Foods  Ass' n  (NNFA)  v.  Mathews,  557  F.2d 
325, 334  (2d  Cir.  1977).  That  is,  the  Agency  detennines  a  product’s  intended  use 
objectively  by  evaluating  all  of  the  relevant  evidence  in  the  record  from  the  perspective  of 
a  reasonable  fact  fmder.  See  21  CFR  201.128, 801.4.  In  determining  intended  use,  the 
Agency  may  “examine  a  wide  range  of  evidence.”  United  States  v.  Two  Plastic  Drums . . . 

Black  Currant  Oil,  761  F.  Supp.  70,  72  (C.D.  Ill.  1991),  ajfd,  984  F.2d  814  (7th  Cir. 

1993). 

Although  promotional  claims  are  relevant  objective  evidence  of  intent,  the  statute, 
the  Agency’s  regulations,  and  judicial  and  administrative  precedent  do  not  restrict  FDA  to 
consideration  of  only  the  manufacturer’s  promotional  claims."®^  The  Act  has  not  been — 
and  should  not  be — interpreted  in  a  manner  that  would  permit  manufacturers  of  products 
that  contain  known  drug  ingredients  and  have  known  pharmacological  uses  to  circumvent 
FDA  regulation  by  deliberately  avoiding  overt  drug  claims.  When  a  product  contains  a 
known  drug  ingredient  like  nicotine,  the  Agency  may  properly  look  beyond  the 
manufacturer’s  promotional  claims  to  other  objeaive  evidence  of  the  intended  uses  of  the 
product.  This  ability  to  look  beyond  and  behind  promotional  claims  that  deliberately  deny, 

The  Agency  agrees  that  the  claims  made  by  the  manufacturer  in  advertising  and  promotional 
materials  can  be  relevant  evidence  of  the  manufacturer’s  intent  Indeed,  in  many  cases,  no  further 
evidence  of  intended  use  is  needed.  In  the  case  of  a  typical  approved  drug,  the  manufacture'  will 
forthrightly  promote  the  pharmacological  uses  to  which  the  (hug  should  be  put  the  drug  will  in  fact 
prcxluce  the  promoted  pharmacological  effects,  and  consumers  will  use  the  drug  for  its  promoted  imrposes. 

Promotional  claims  may  be  implied  as  well  as  express.  For  example,  the  Act  provides  that  in 
determining  whether  labeling  or  advertising  is  misleading,  the  Agency  must  consider  the  repres^tations 
“suggested”  as  well  as  “made”  in  the  labeling  or  advertising.  Section  201(n),  21  U.S.C.  321(n). 

Similarly,  (X)urts  have  found  an  intent  to  affect  the  structure  or  function  of  the  Ixxiy  based  on  commercial 
names  that  “suggest”  drug  uses.  See,  e.g..  United  States  v.  Storage  Spaces  Designated  Nos.  “8”  and 
“49,  ”  111  F.2d  1363, 1366  (9th  Cir.  1985),  cert,  denied,  A19  U.S.  1086  (1987). 
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or  are  silent  about,  the  actual  intended  uses  of  a  product  is  critical  to  FDA’s  capacity  to 

protect  the  public  health  under  the  Act 

a.  The  Plain  Meaning  of  the  Statute  Authorizes  FDA  To  Consider 
All  Evidence  of  Intent 

“When  interpreting  a  statute,  [the  courte]  look  first  and  foremost  to  its  text” 

United  States  v.  Alvarez-Sanchez^  1 14  S.  Q.  1599, 1603  (1994).  The  pertinent  provision 

from  the  statutory  definition  of  “drug,”  section  201(gXiXC)  of  the  Act,  21  U.S.C.  321 

(gXlXC),  states:  “The  term  ‘drug*  means . . .  articles  (other  than  food)  intended  to  affect 

the  structure  or  any  function  of  the  body  of  man  or  other  animals”  (emphasis  added).  The 

corresponding  device  definition,  section  201(hX3),  states: 

The  term  “device” . . .  means  an  instrument,  apparatus,  implement, 
machine,  contrivance,  implant,  in  vitro  reagent,  or  other  similar 
related  article,  including  any  component,  part,  or  accessory,  which 
is . . .  intended  to  affect  the  structure  or  any  function  of  the  body  of 
man  or  other  animals. 

21  U.S.C.  321(hX3)  (emphasis  added). 

These  definitions  do  not  dictate  that  the  “intended”  effects  or  uses  of  an  article  be 
established  in  any  particular  manner  or  by  any  spedfic  type  of  evidence.  Similarly,  they  do 
not  preclude  the  use  of  any  type  of  evidence  to  make  the  pertinent  showing.  The  statutory 
language  is  plain  on  its  face  and  permits  FDA  to  consider  any  relevant  evidence  in 
determining  what  uses  are  “intended.” 

The  broad  statutory  language  cannot  be  reconciled  with  the  narrow  view  that 
“only”  claims  made  to  the  consumer  in  connection  with  the  sale  of  a  produa  are  relevant 
in  determining  the  “intended”  uses  of  a  product  If  Congress  had  meant  to  so  limit  the 
evidence  that  could  be  used  to  determine  intended  uses,  it  would  have  used  a  phrase  such 
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as  “promoted  to,”  “labeled  to,”  “advertised  to,”  or  “represented  to”  in  lieu  of  “intended 
to”  in  the  definitional  sections.  Indeed,  Congress  explicitly  refers  to  representations, 
labeling,  and  advertising  in  other  sections  of  the  Act.  See  section  201(n)  of  the  Act,  21 
U.S.C.  321(n)  (whether  a  drug  or  device  is  misbranded  depends,  among  other  factors,  on 
the  manufacturer’s  “representations”  made  in  “labeling  or  advertising”);  section  502(a),  21 
U.S.C.  352(a)  (a  drug  or  device  is  misbranded  if,  among  other  bases,  its  “labeling”  is  false 
or  misleading);  section  502(n),  21  U.S.C.  352(n)  (a  drug  is  misbranded,  among  other 
bases,  unless  its  “advertisements  and  other  descriptive  printed  matter”  contain  certain  tme 
statements).  That  Congress  did  not  expressly  restrict  the  Agency  to  promotional  claims 
means  that  evidence  of  intended  use  need  not  be  limited  to  promotional  claims.  As  the 
Supreme  Court  recently  observed,  “it  is  generally  presumed  that  Congress  acts 
intentionally  and  purposely  when  it  includes  particular  language  in  one  section  of  a  statute 
but  omits  it  in  another.”  Keene  Corp.  v.  United  States,  508  U.S.  200,  208  (1993)."®^ 

The  tobacco  industry’ s  position  also  conflicts  with  the  canon  of  statutory 
construction  that  words  used  by  Congress,  unless  otherwise  defined,  will  be  interpreted  as 
taking  their  ordinary  meaning.  See,  e.g..  Smith  v.  U rated  States,  1 13  S.  Q.  2050,  2054 
(1993);  Chevron  v.  Natural  Resources  Defense  Council,  Inc.,  467  U.S.  837,  860  (1984). 

Contrary  to  the  manufacturers’  view,  the  ordinary  and  widely  accepted  meanings  of 
“intend”  are  significantly  broader  than  those  of  “promote.”  • 

Similarly,  the  legislative  history  of  the  Act  cited  by  the  tobacco  industry  fails  to  support  the  tobacco 
industry’s  position.  Nowhere  in  that  history  are  any  authoritative  statements  that  intended  use  may  be 
established  only  by  promotional  claims.  See  S.  Rep.  No.  361,  74th  Ctmg.,  1st  Sess.  4  (1935)  reprinted  in 
3  Legislative  History  660;  S.  Rep.  No.  493,  73d  Cong.,  2d  Sess.  (1934)  reprinted  in  2  Legislative  Histtwy 
720;  H.  Rep.  No.  853,  94th  Cong.,  2d  Sess.  (1976)  reprinted  in  An  Analytical  Legislative  History  of  the 
Medical  Device  Amendments  of  1976,  appendix  III.  Section  n.E.3.a.  provides  additional  discussion  of 
the  legislative  history. 
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As  discussed  in  section  n.C.l.,  above,  one  ordinary  meaning  of  “intend”  ,is  to  have 
in  mind  or  design  for  a  particular  purpose.  Consistent  with  this  meaning,  the  Agency 
interprets  “intended  uses”  to  include  those  uses  that  are  “in  the  mind”  of  or  planned  by  the 
manufacturer  or  for  which  the  manufacturer  designs  the  product.  The  evidence  that  is 
relevant  to  establish  the  uses  that  the  manufacturer  “has  in  mind”  or  for  which  the 
manufacturer  has  designed  the  product  is  plainly  substantially  broader  than  evidence  of 
only  promotional  claims.  It  may  include,  for  instance,  evidence  of  the  internal  statements, 
research,  and  actions  of  the  manufacturer’s  senior  scientists  and  officials. 

As  discussed  in  section  n.A.l.,  above,  “intend”  in  its  ordinary  legal  usage  also 
encompasses  readily  foreseeable  consequences.  As  the  Supreme  Court  recognized  nearly 
a  century  ago,  “[t]he  law  presumes  that  every  man  intends  the  legitimate  consequences  of 
his  own  acts.”  Agnew  v.  United  States,  165  U.S.  36, 53  (1897).  Consistent  with  this 
meaning,  “intended  uses”  include  the  foreseeable  pharmacological  effects  and  uses  of  the 
product  The  evidence  that  is  relevant  to  establish  these  effects  and  uses  is  substantially 
broader  than  evidence  of  promotional  claims.  It  may  include,  for  instance,  evidence  of  a 
product’s  widely  known  pharmacological  effects  and  uses.^*^ 


Additional  demonstratitni  that  the  intended  use  of  a  product  may  be  determined  based  (m  evidence 
other  than  the  e7q)ress  claims  of  the  manufacturer  is  provided  by  the  Dietary  Supplement  Health  and 
Education  Act  (DSHEA),  Pub.  L.  No.  103-417, 108  SpiL  4325.  Before  the  passage  of  die  DSHEA,  dietary 
ingredients  and  dietary  supplements  that  did  not  have  taste,  aroma,  or  nutritive  value  (and  thus  were  not 
foods,  see  Nutrilab,  Inc.  v.  Schweiker,  713  F.2d  335, 337  (7th  Cir.  1983))  could  be  classified  as  “drugs”  if, 
amtmg  other  things,  the  manufacturer  made  claims  that  the  product  would  affect  the  structure  or  any 
function  of  die  body.  In  the  DSHEA,  Congress  created  an  exception  to  section  201(gXlXQ-  Under  this 
exception,  a  dietary  supplement  or  dietary  ingredient  “for  which  a  truthful  and  not  misleading  statement  is 
made ...  is  not  a  drug  under  clause  (C)  solely  because  the  label  the  labeling  contains  such  a 
statement”  21  U.S.C.  321(gXlXC)  (emphasis  added).  The  fact  that  Congress  expressly  provided  that  an 
intmt  to  affect  the  structure  and  function  of  the  body  cannot  be  established  “solely”  on  the  basis  of 
promotional  claims  plainly  implies  that  other  evidence  beyond  promotional  rJaims  can  be  relevant 
evidence  of  intent 
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The  tobacco  industry’s  view  that  the  “intended  use”  of  a  product  may  be 
determined  “only”  by  examining  promotional  claims  thus  cannot  be  squared  with  the  plain 
language  of  the  statute.  Congress  did  not  provide  that  FDA  may  regulate  only  products 
“promoted”  to  affect  the  structure  or  function  of  the  body.  Rather,  Congress  provided 
that  FDA  may  regulate  products  “intended”  to  affect  the  structure  or  function  of  the  body. 

A  wide  range  of  evidence  can  be  probative  of  a  manufacturer’s  intent. 

b.  FDA’s  Regulations  Authorize  FDA  To  Consider  All  Evidence  of  Intent 
Consistent  with  the  plain  language  of  the  statute,  FDA’s  regulations  defining 
“intended  use”  for  drugs  and  devices,  21  CFR  201.128  (drugs)  and  21  CFR  801.4 
(devices),  clearly  contemplate  that  FDA  may  consider  a  range  of  evidence  that  extends 
well  beyond  the  claims  made  by  manufaaurers  in  connection  with  the  sale  and  distribution 
of  their  products.  Even  if  the  statute  were  not  plain  on  its  face,  the  Agency  has  broad 
discretion  to  interpret  the  Act  in  a  reasonable  manner  consistent  with  its  public  health 
purposes.  United  States  v.  An  Article  of  Drug . . .  Bacto-Unidisk,  394  U.S.  784, 798 
(1969). 

These  regulations,  which  have  been  in  effect  for  four  decades,  define  the  “intended 
uses”  of  drugs  and  devices  that  must  be  included  in  the  product’s  labeling.  Although  they 
do  not  specifically  define  the  statutory  terms  “drug”  or  “device,”  the  Agency  routinely 
uses  the  regulations  to  interpret  the  statutory  intent  requirement.  See  section  n.A.l., 

• 

Indeed,  in  United  States  v.  Ten  Cartons,  More  or  Less,  of  an  Article . . .  Ener-B  Vitamin  B-12,  72  F.3d 
285, 287  (2d  Cir.  1995),  the  Second  Circuit  Court  of  Appeals  stated  that  this  language  clearly  implies  that 
a  dietary  supplement  can  be  a  drug  under  this  section  for  reasons  other  than  the  claims  made  for  it,  such 
as  its  method  of  intake.  Thus,  the  court  found  that  Ener-B,  which  was  a  vitamin  B-12  supplement 
designed  to  be  applied  to  the  inside  of  the  nose  and  absorbed  into  the  bloodstream  through  the  nasal 
mucous  memln-anes,  was  a  drug.  Id. 
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above.  Indeed,  the  comments  of  the  tobacco  industry  assert  that  these  regulations  have 

“authoritatively . . .  defined”  intended  use  under  the  Aa."®* 

The  regulation  that  describes  the  intended  use  of  drugs  provides: 

The  words  intended  use”  or  words  of  similar  import . . .  refer  to 
the  objective  intent  of  the  persons  legally  responsible  for  the 
labeling  of  drugs.  The  intent  is  determined  by  such  persons’ 
expressions  or  may  be  shown  by  the  circumstances  surrounding  the 
distribution  of  the  article.  TTiis  objective  intent  may,  for  example, 
be  shown  by  labeling  claims,  advertising  matter,  or  oral  or  written 
by  such  persons  or  their  representatives.  It  may  be 
shown  by  the  circumstances  that  the  article  is,  with  the  knowledge 
of  such  persons  or  their  representatives,  offered  and  used  for  a 
purpose  for  which  it  is  neither  labeled  nor  advertised.  The 
intended  uses  of  an  article  may  change  after  it  has  been  introduced 
into  interetate  commerce  by  its  manufacturer.  If,  for  example,  a 
packer,  distributor,  or  seller  intends  an  article  for  different  uses  than 
those  intended  by  the  person  from  whom  he  received  the  drug,  such 
packer,  distributor,  or  seller  is  required  to  supply  adequate  labeling 
in  accordance  with  the  new  intended  uses.  But  if  a  manufacturer 
knows,  or  has  knowledge  of  facts  that  would  give  him  notice,  that  a 
drug  introduced  into  interstate  commerce  by  him  is  to  be  used  for 
conditions,  purposes,  or  uses  other  than  the  ones  for  which  he 
offers  it,  he  is  required  to  provide  adequate  labeling  for  such  a  drug 
which  accords  with  such  other  uses  to  which  the  article  is  to  be  put. 

21  CFR  201.128  (emphasis  added).  Section  801.4,  which  defines  “intended  use”  for 

devices,  is  essentially  the  same  except  for  the  use  of  the  word  “device”  in  lieu  of  “drug” 

and  the  reference  to  regulati(»is  governing  devices. 

The  italicized  language  shows  that  the  “intended  uses”  of  a  produa  may  be 

determined  not  only  by  “labeling  claims”  and  “advertising  matter,”  but  also  by  other 

“expressions”  and  “oral  or  written  statements”  mad&by  persons  legally  responsible  for  the 


Joint  Comment  of  the  Cigarette  Manufacturers,  Comment  (JaiL  2, 1996),  vol.  n,  at  6;  see  AR  (VoL 
S35  Rrf.  96);  accord  Joint  Commoit  of  the  Smdceless  Tobacco  Manufacturers,  Ojmment  (JaiL  2, 19%)  at 
102  C*[t]he  regulation  describing  FDA’s  understanding  of  ‘intended  use’  is  ccmsistmt  with  the 
congressitmal  purpose  behind  die  drug  definition”).  See  AR  (VoL  526  Ref.  95). 
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labeling  of  drugs  (without  limitation  on  the  persons  to  whom  the  statements  are  made); 

“the  circumstances  surrounding  the  distribution  of  the  article”;  “the  circumstances  that  the 
article  is  with  the  knowledge  of  such  persons . . .  offered  and  used  for  a  purpose  for  which 
it  is  neither  labeled  nor  advertised”;  and  evidence  that  “a  manufacturer  knows  or  has 
knowledge  of  facts  that  would  give  him  notice”  that  a  drug  “is  to  be  used”  for  purposes 
other  than  those  for  which  the  manufacturer  offered  the  product. 

Thus,  the  plain  language  of  the  regulations  provides  that  the  intended  use  of  a 
product  can  be  determined  on  the  basis  of  evidence  other  than  the  promotional  claims 
made  by  the  manufacturer.  If  the  Agency  had  meant  to  restria  its  consideration  to 
promotional  claims  exclusively,  as  the  tobacco  industry  suggests,  it  would  have  written  a 
narrow  regulation  expressly  so  providing — not  the  broadly  written  regulation  it  aaually  ■ 
wrote  and  administers. 

In  effect,  the  tobacco  industry  unreasonably  urges  the  Agency  to  ignore  the 
express  language  of  the  regulation  and  refuse  to  consider  any  evidence  of  intended  use 
other  than  promotional  claims.  The  Agency  disagrees  with  this  interpretation.  FDA 
interprets  the  regulation  to  allow  the  Agency  to  consider  any  relevant  evidence  of  intent, 
including,  as  discussed  in  sections  HA.,  n.B.,  BLC.,  and  n.D.,  above,  the  foreseeable  and 
aaual  effects  and  uses  of  the  product  and  the  internal  statements,  research,  and  actions  of 
the  manufacturer.  The  Agency  has  for  years  consistently  interpreted  the  regulation  in  this 
manner.  The  Agency’s  interpretation  of  its  own  regulations  is  reasonable  and  is  entitled  to 
“controlling  weight  unless  it  is  plainly  erroneous  or  inconsistent  with  the  regulation.” 

Thomas  Jefferson  Univ.  v.  Shalala,  114  S.  Ct.  2381, 2386  (1994). 
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c.  Judicial  Decisions  Authorize  FDA  To  Consider  All  Evidence  of  Intent 

The  tobacco  industry  contends  that  the  courts  have  repeatedly  held  that  the 
“intended  use”  of  a  product  must  be  based  on  promotional  claims  and  that  the  Act  does 
not  permit  FDA  to  exercise  jurisdiction  over  a  product  as  a  drug  or  a  device  unless  the 
manufacturer  or  vendor  makes  overt  claims  for  the  product  in  connection  with  its  sale. 

Clearly,  courts  have  found  that  the  vendor’s  claims  are  a  relevant  source  of 
evidence  establishing  the  intended  use  of  a  product,  and  FDA  fully  agrees  with  these 
holdings.  The  Agency  does  not,  however,  agree  with  the  tobacco  industry’s  view  that  the 
cited  precedents  can  reasonably  be  read  to  limit  the  Agency  to  consider  only  such  overt 
claims  when  determining  the  intended  use  of  a  product  In  most  of  the  cases  cited  by  the 
tobacco  industry,  the  relevance  of  other  types  of  evidence  was  not  at  issue  because  the 
manufacturers’  promotional  claims  were  found  to  be  sufficient  to  establish  the  intended 
use  of  the  products.  Thus,  FDA  did  not  need  to  rely  on  other  evidence  to  prove  the 
intended  use  of  the  article,  and  the  courts  were  not  called  upon  to  decide  the  relevance  of 
other  evidence.  See^  e.g.,  Bradley  v.  United  States,  264  F.  79  (5th  Cir.  1920);  United 
States  V.  Nutrition  Service,  Inc.,  Ill  F.  Supp.  375, 381, 383, 386  (W.D.  Pa.  1964),  affd, 

347  F.2d  233  (3d  Cir.  1965);  United  States  v.  An  Article . . .  “Sudden  Change,  ”  409  F.2d 
734, 737  (2d  Cir.  1969);  Estee  Lauder,  Inc.  v.  FDA,  111  F.  Supp.  1, 2-3  (D.D.C.  1989). 

Generically,  the  cases  relied  upon  by  the  tobacco  industry  represent  instances  in 
which  manufacturers  made  drag  claims  for  products  without  known  drag  ingredients  and 
without  known  pharmacological  uses — ^not  cases  where  manufacturers  attempted  to 
market  a  product  with  a  known  drag  ingredient  or  use  without  complying  with  the  Act. 

Bradley,  for  instance,  involved  pharmaceutical  claims  that  were  made  for  mineral  water. 


504 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45161 

ILE.1. 

In  this  situation,  claims  do  have  an  essentially  dispositive  role.  Pharmaceutical  claims  will 
bring  the  product  within  FDA’s  jurisdiction,  whereas  relabeling  the  produa  to  eliminate 
these  claims  may,  in  some  circumstances,  remove  the  product  from  FDA’s  jurisdiction. 

The  situation  is  fundamentally  different,  however,  where  the  product  contains  a 
known  drug  ingredient  like  nicotine  and  has  known  pharmacological  uses  such  as 
addiction  maintenance,  sedation,  and  stimulation.  In  these  cases,  “[s]elf  serving  labels 
cannot  be  used  to  mask  true  intent.”  Storage  Spaces  Designated  Nos.  “8”  and  “49,  ”  111 
F.2d.  at  1366  n.5.  As  the  Second  Circuit  has  observed,  “a  fact  finder  should  be  free  to 
pierce ...  a  manufacturer’s . . .  misleading  ‘nutritional’  labels  to  find  aaual  therapeutic 
intent  on  the  basis  of  objective  evidence.”  NNFA  v.  FDA,  504  F.2d  761, 789  (2d  Cir. 

1974),  cert  denied,  420  U.S.  946  (1975);  accord  NNFA  v.  Mathews,  551  F.2d  at  334 
(“FDA  is  not  bound  by  the  manufacturer’s  subjective  claims  of  intent  but  can  find  aaual 
therapeutic  intent  on  the  basis  of  objective  evidence.”).  ' 

Contrary  to  the  tobacco  industry’s  assertions,  numerous  courts  have  unequivocally 
stated  that  FDA  could  consider  evidence  from  “any  relevant  source”  to  establish  the 
“intended”  use  of  a  produa.  The  courts  have  enunciated  a  principle  that  defines  broadly 
the  scope  of  the  evidence  that  is  to  be  used  to  establish  intended  use.  That  is,  the  intended 
use  is  based  on  “labeling,  promotional  material,  advertising  and  any  other  relevant 
source.*^  United  States  v.  An  Article . . .  “Sudden  Change,^'  409  F.2d  at  739  (emphasis 
added);  accord  NNFA  v.  Mathews,  551  F.2d  at  334;  Action  on  Smoking  and  Health  v. 

Harris  (ASH),  655  F.2d  236, 239  (D.C.  Cir.  1980);  Storage  Spaces  Designated  Nos.  “8” 
and  “49,”  111  F.2d  at  1366;  Hanson  v.  United  States,  All  F.  Supp.  30, 35  (D.  Minn.), 
ajfd,  540  F.2d  947  (8th  Cir.  1976);  see  also  United  States  v.  250  Jars  of  U.S.  Fancy  Pure 
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Honey,  218  F.  Supp,  208,  21 1  (E.D.  Mich.  1%3)  (in  detennining  intended  use,  a  “court  is 
not  limited  to  the  labels  on  such  article  or  to  the  labeling  which  accompanies  it,  but  may 
look  at  all  relevant  sources”)*  344  F.2d  288  (6th  Cir. 

The  scope  of  “any  relevant  source”  is  extremely  broad.  As  one  court  recently 
held,  to  determine  intent  under  this  standard,  the  Agency  may  “examine  a  wide  range  of 
evidence,  including  the  vendor’s  stated  intent,  actual  use  of  the  product,  consumer  use  of 
the  product,  and  product  marketing.”  Two  Plastic  Drums,  761  F.  Supp.  at  72.  Without 
any  implication  that  these  are  the  exclusive  types  of  evidence,  courts  have  construed  the 
Act  to  find  the  types  of  evidence  discussed  below,  in  addition  to  express  claims,  to  be 
“other  relevant  sources”  of  a  product’s  intended  use. 

L  Pharmacological  or  Physical  Effects. 

In  United  States  v.  Undetermined  Quantities . . .  “Pets  Smellfree,  ”  22  F.3d  235 
(10th  Cir.  1994),  the  court  relied  heavily  on  expert  testimony  about  the  physiological 
effects  of  a  pharmacologically  active  ingredient,  chlortetracycline  (CTO,  to  establish  that 
an  animal  food  additive,  “Smellfree"*  was  in  fact  a  dmg.  Specifically,  the  court  cited 
“affidavits  demonstrating  that  the  use  of  CJTC  will  reduce  the  normal  levels  of  bacteria  in 
the  animal’s  intestine  and  that  this  can  affect  the  way  the  animal’s  body  functions”  to 
“establishQ  that  Smell  Free  is  intended  to  affect  a  bodily  function  of  animals.”  Id.  at  240. 


Couits  have  adopted  a  paralld  approach  in  detennining  intent  under  similar  provisions  (tf  the  Act 
Po*  example,  in  the  ccmtext  of  determining  whether  a  produa  is  “intmided  Ux  expmf  ’  for  purposes  of 
section  801(eXl),  21  U.S.C  801(eXlX  “a  court  must  examine  die  manufacturer’s  subjective  intmit  as  well 
as  any  othm:  evidmice  relating  to  that  issue.”  United  States  v.  Various  Articles  of  Drug,  Bulk  Antibiotics, 
etc..  Civ.  No.  M-95-912,  slip  op.  at  9  (D.  Md.  Jun.  6, 1996). 
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ii.  Consumer  Use. 

In  ASHy  a  case  involving  a  previous  FDA  decision  not  to  regulate  cigarettes  as 
drugs,  the  court  explicitly  recognized  that  consumer  use  could  establish  the  “intended  use” 
of  a  product,  stating  that  “[wjhether  evidence  of  consumer  intent  is  a  ‘relevant  source’ . . . 
depends  upon  whether  such  evidence  is  strong  enough  to  justify  an  inference  as  to  the 
vendor’s  intent.”  655  F.2d  at  239-240;  see  also  NNFA  v.  WeinhergeVy  512  F.2d  688, 703 
(2d  Cir.  1975)  (evidence  before  the  Agency  that  vitamins  “were  used  almost  exclusively 
for  therapeutic  purposes”  could  be  a  proper  basis  to  measure  intent  on  an  objective  basis); 

NNFA  V.  MathewSy  557  F.2d  325  (2d  Cir.  1977);"®*  United  States  v.  789  Cases . . .  Latex 
Surgeons'  Gloves,  799  F.  Supp.  1275, 1294-1295  (D.P.R.  1992)  (intended  use  determined 
by  all  the  facts,  including  “actual  use”);  Two  Plastic  Drums,  761  F.  Supp.  at  72  (“a  court 

should  examine  a  wide  range  of  evidence,  including . . .  actual  use  of  the  product _ ”); 

United  States  v.  Ka^  Enterprises,  Inc.,  855  F.  Supp.  at  539  (“Objective  intent  can  be 
demonstrated  by,  among  other  things . . .  evidence  that  the  vendor  is  aware  that  his 
produa  is  being  offered  or  used  by  others  for  a  purpose  for  which  it  is  neither  labeled  nor 
advertised”)  (emphasis  added). 

Several  other  courts  have  concluded  that  relevant  “consumer  use”  can  be  defined 
in  terms  of  the  uses  that  doctors  and  other  medical  practitioners  make  of  medical  devices. 

See  United  States  v.  An  Article  of  Device . . .  Toftness  Radiation  Detector,  731  F.2d 

The  manufactuiets  auempt  to  diminish  the  force  of  the  NNFA  cases  by  characterizing  the  courts’ 
acceptance  of  evidrace  of  actual  consumer  use  as  “dictum.”  This  argument  trivializes  the  reality  that  two 
diffoent  panels  (amsisting  of  six  differrat  jurists)  over  the  course  of  three  years  reviewed  and — without 
expressing  any  reservations  regarding  its  legal  soundness — accepted  the  proposititm  that  consumer  use 
was  relevant  to  determine  the  intoid^  use  of  a  product  The  courts*  only  reservation  related  to  the  lack  of 
record  evidentiary  svappon  regarding  the  extent  of  consume:  use.  NNFA  v.  Weinberger,  512  F.2d  at  703; 

NNFA  V.  Mathews,  557  F.2d  at  335. 
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1253, 1257  (7th  Cir.  1984)  (chiropractic  instrument  was  a  device  under  the  Act,  relying  in 
part  on  testimony  of  manufacturers’  witnesses  showing  how  they  used  the  article  to  treat 
patients);  Uniffd  States  v.  22  . . .  *‘The  Ster-o-lizer  MD-200,  ”  714  F.Supp.  at  1 165 
(actual  use  of  a  sterilizer  by  surgeons  was  evidence  of  intended  use);  United  States  v.  An 
Article  of  Device . . .  Labeled  in  Part:  **  Cameron  Spider  Amblo-Syntonizer,”  261  F. 

Supp.  243, 245  (D.  Neb.  1966)  (physician  use  of  a  product  for  treatment  of  eye  ailments 
caused  the  product  to  be  a  device  even  in  the  absence  of  express  claims  by  the  physician  or 
by  the  manufacturer  in  the  labeling). 

iiL  Other  Evidence. 

Contrary  to  the  contention  that  the  phrase  “intended  to  affect”  must  be  read 
narrowly  to  refer  only  to  promotional  representations  used  in  connection  with  the  sale  of, 
the  product,  courts  have  considered  a  wide  variety  of  other  relevant  evidence.  In 
American  Health  Products  Co.  v.  Hayes,  for  example,  in  addition  to  considering  produa 
effect  and  other  evidence,  the  court  found  that  a  “starch  blocking”  product  (known  as 
“Starchblocker”)  was  a  drug,  based  in  part  on  evidence  of  how  the  product  was 
formulated.  574  F.  Supp.  1498, 1508  (S.D.  N.Y.  1983)  (citing  evidence  that  the  products 
were  “manufacture[d] ...  by  a  process  which  concentrates  the  antinutrient  to  the 
exclusion  of  components  which  contribute  food  value”).  In  Toftness  Radiation  Detector, 
in  addition  to  considering  medical  use  and  other  evidence,  the  court  cited  as  evidence  of 
intended  use  the  financial  arrangements  (such  as  tuition  and  leases)  through  which 
chiropractors  were  trained  in  use  of  the  product.  731  F.2d  at  1257  n.2.  In  NNFA  v. 
Mathews,  the  bourt  noted  that  both  the  toxicity  of  the  product,  557  F.2d  at  335,  and  FDA 
experience,  id.  at  335  n.8,  may  be  considered  in  determining  the  intended  use  of  a  product. 


508 


Federal  Register  /  Vol.  61,'t4o.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45165 

1LE.1. 

With  regard  to  the  latter  evidence,  the  court  stated  that  FDA’s  “general  awareness  of  the 
‘numerous  and  widespread*  therapeutic  usages”  can  be  relied  upon  if  part  of  the  record. 

Id.  at  335  n.8;  see  also  Latex  Surgeons’  Gloves,  799  F.  Supp.  at  1295  (circumstances 
surrounding  storage  and  handling  of  products,  as  well  as  identity  of  customers,  are 
relevant  to  intended  use). 

The  tobacco  industry  contends  that  the  court  in  United  States  v.  Articles  of  Drug 
for  Veterinary  Use,  50  F.3d  497  (8th  Cir.  1995),  held  that  documentary  materials  must  be 
promotional  in  nature  before  they  can  be  considered  as  evidence  of  intended  use.  The 
comments,  however,  seriously  mischaracterize  the  facts  and  holding  of  that  case.  The  case 
involved  products  made  from  colostrum  (a  component  of  breast  milk)  that  FDA  argued 
were  subject  to  regulation  as  drugs  by  virtue  of  the  pharmacological  claims  made  by  the 
manufacturer,  not  because  of  the  product^  ingredients  or  actual  pharmacological  effects. 

This  is  simply  another  case  in  which  promotional  claims  alone  were  sufficient  to  bring 
under  FDA’s  drug  jurisdiction  a  product  without  established  pharmacological  effects  or 
uses.  This  case  has  no  relevance  in  determining  what  kind  of  evidence  can  be  used  to 
establish  the  intended  use  of  a  product  containing  a  known  drug  ingredient  with  widely 
known  pharmacological  effects  and  uses. 

Similarly,  the  tobacco  industry  mischaracterizes  United  States  v. . . .  “Instant  Alberty 
Food,  ”  83  F.  Supp.  882  (D.D.C.  1949),  and  United  States  v.  Pro-Ag,  Inc.,  796  F.  Supp.  1219 
(D.  MinrL  1991),  cffd,  968  F.  2d  681  (8th  Cir.  1992).  These  cases  involved  “nutritionar’ 
products  that  lacked  any  established  pharmacofogical  effects  and  were  promoted  for  treating 
disease  or  affecting  the  structure  or  function  of  the  body.  Because  the  sote  basis  for 
establishing  intended  use  was  promotional  claims  made  to  consumers,  the  courts  held  that  the 
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promotional  material  must  ordinarily  have  been  distributed  and  relied  on  by  consumers 
purchasing  the  products.  These  cases  are  not  relevant  where  the  government  is  relying  on 
evidence  establishing  the  intended  uses  of  products  with  known  pharmacological  effects  and 
uses,  including  evidence  of  the  aaual  knowledge  of  manufecturers  who  are  marketing  the 
products  for  those  effects  and  uses."®^ 

Thus,  as  a  review  of  the  judicial  precedent  reveals,  promotional  claims  are  a 
sufficient  basis  for  an  intended  use  finding,  but  not  a  necessary  or  exclusive  basis.  Not 
only  has  no  court  ever  held  that  a  promotional  claim  must  always  be  present,  but 
numerous  courts  have  held  that  a  product’s  intended  use  may  be  determined  based  on 
evidence  from  “any  relevant  source.” 

d.  The  Agency’s  Administrative  Precedent  Supports  the  Agency’s 
Consideration  of  More  Than  Promotional  Claims 

In  administrative  actions,  the  Agency  has  determined  intended  use  on  the  basis  of 

evidence  other  than  promotional  claims  by  the  manufacturer.  This  administrative 

precedent  is  entitled  to  deference.  See  Wichita  and  Affiliated  Tribes  v.  Model,  788  F.2d 

765, 778  (D.C.  Cir.  1986)  (“a  high  level  of  deference  [is]  afforded  an  agency  on  review 

when  the  issue  turns  on  the  interpretation  of  the  agency’s  own  prior  proclamations”). 

*  ‘  Indeed,  the  court  in  Alberty  Food  recognized  that,  even  if  die  manufacturer  had  long  since  stopped 
distributing  die  literature,  die  government  could  still  estaUish  intent  if  it  could  show  that  die  manu&ctuier 
ociuaUy  interuiai  die  products  to  be  used  for  the  treatment  of  disease: 

it  is  only  to  the  extent  that  die  abandonment  of  such  dissonination  creates  an 
in&tenoediat  the  shipper  did  not  intend,  when  it  flipped  die  drugs  in  interstate 
oommeroe,  that  they  be  used  for  the  treatment  of  the  diseases  named  on  die  booldets, 
that  die  abandonment  can  be  said  to  be  an  effective  defense.  The  government  might 
introduce  evidence  to  show  that,  notmthstanding  such  abandonment,  it  was  still  the 
intention  of  the  shipper  that  the  drugs  be  used  for  the  treatment  of  the  diseases 
mentioned  in  the  booldets. 

83  F.  Supp.  at  887  (emi^asis  added). 
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Several  of  these  precedents  were  described  in  the  Jurisdictional  Analysis.  See  60 
FR  41527-4153 1 .  Beginning  in  the  1980’s,  for  instance,  FDA  took  enforcement  actions 
against  “caine”  products  that  were  used  as  imitation  cocaine.  These  imitation  cocaine 
products  contained  bulk  anesthetic  powders,  such  as  lidocaine  or  ephedrine,  and  were 
often  sold  as  “incense.”  To  determine  the  products’  intended  drug  use,  the  Agency  relied 
upon  laboratory  analyses  of  the  products,  the  outlets  in  which  the  products  were  sold 
(e.g.,  “head  shops”),  and  “street”  information  that  the  products  provide  a  “cheap  high.”"'® 

See  Jurisdictional  Analysis,  60  FR  41528.  Similarly,  in  the  early  1980’s,  FDA  started  to 
regulate  as  unapproved  drugs  U.S.  imports  of  Catha  edulis,  or  “khat,”  even  though  the 
Agency  did  not  have  any  information  about  or  claims  by  vendors.""  Khat  is  a  shrub 
whose  leaves  act  as  a  stimulant  narcotic  that  affects  the  central  nervous  system  when 
chewed  or  used  as  tea.  Tlie  Agency  relied  on  evidence  of  khat’s  actual  effects  and  widely 
known  uses  to  determine  that  it  was  intended  for  use  as  a  drug. 

The  Agency  has  also  taken  the  position  that  including  a  known  drug  ingredient  in  a 
‘product  and  listing  this  ingredient  on  the  label  of  the  product  can  be  sufficient  to  make  the 
product  a  drug.  Thus,  the  Agency  has  formally  taken  the  position  that  any  skin  cream  that 
contains  a  pharmacologically  active  level  of  hormones  and  lists  the  presence  of  hormones 

See  memorandum  £rom  chief,  prescription  drug  compliance  branch  (Aug.  4,  1982X  repainted  in  Rx 
Drug  Study  Bulletin  #258;  OH.  FDC  64350,  Case  No.C-3-84-686  (S.D.  Ohio  1984);  FDA  Administrative 
File  for  Mid- America  Drug  Co.,  regulatory  letter  84-DT-12  and  response;  FDA  Administrative  File  for 
Sam’s  Imports,  Dearborn,  MI,  regulate^}'  letter  85-DT-3  and  response;  FDA  Administrative  File  for 
NALPAC,  Ltd.,  Oalqiark,  ML  regulatory  lettor  85-DT-5  and  response;  FDA  Administrative  File  for 
Towo*  Enterprises,  Ida,  ML  regulatory  letter  85-DT-2  and  response.  In  1994,  die  government  prosecuted 
Edwin  and  Thomas  Dews  in  Michigan  for  selling  a  produa  called  “Milky  Trails,”  labeled  as  a  room 
deodorizer  but  in  fact  containing  lidocaine.  Case  No.  94  C3l  20()40-BC  (E.D.  Mich.).  See  AR  (Vol.  4  Ref. 

30-2). 

FDA  Import  Alert  66-23  (Mar.  26, 1982,  revised  Apr.  2, 1986,  and  Feb.  9, 1993).  See  AR  (VoL  4 
Ref.  30-1). 
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on  the  label  is  a  drug.  See  58  FR  4761 1, 47612  (Sep.  9, 1993);  Drug  Study  Bulletin  No. 

67  (Mar.  28, 1994);  5ee  a/50  54  FR  40618, 40619  (Oct.  2,  1989).  Similarly,  FDA 
considers  dentifrice  products  containing  fluoride  to  be  drugs,  irrespective  of  whether  any 
claims  are  made,  because  fluoride  is  widely  accepted  as  an  anticavity  agent  by  the  dental 
products  industry  and  consumers  and  because  fluoride  affects  the  structure  of  the  tooth. 

See  59  FR  6084, 6088  (Feb.  9, 1994);  see  also  50  FR  39854  (Sep.  30, 1985). 

As  these  examples  and  the  additional  examples  described  in  the  Jurisdictional 
Analysis  indicate,  the  Agency  regularly  looks  beyond  a  manufacturer’s  express 
promotional  claims  to  the  likely  pharmacological  use  and  effea  of  a  product  in 
determining  whether  a  product  is  intended  to  affect  the  structure  or  function  of  the  body. 

e.  Policy  Consideratioiis  Also  Weigh  Strongly  in  Favor  of  the  Agency’s 
Interpretation 

Finally,  policy  considerations  also  conflict  with  the  tobacco  industry’s  position  and 

weigh  strongly  in  favor  of  the  Agency’s  interpretation.  The  purpose  of  the  Federal  Food, 

Drug,  and  Cosmetic  Act  is  to  “safeguard  the  public  health”  and  protect  “consumer 

welfare.”  H.  Rep.  No.  2139, 75th  Cong.,  3d  Sess.  1-2  (1938),  reprinted  in  6  Legislative 

History  360.  The  Supreme  Court  has  recognized  that  “the  Food,  Drug  and  Cosmetic  Act 

is  to  be  given  a  liberal  construction  consistent  with  the  Act’s  overriding  purpose  to  protect 

the  public  health.”  United  States  v.  An  Article  of  Drug . . .  Bacto-Unidisk,  394  U.S.  784, 

798(1969).  As  the  Court  stated: 

The  purposes  of  [the  Act]  thus  touch ...  the  lives  and  health  of 
people  which,  in  the  circumstances  of  modem  industrialism,  are 
largely  beyond  self-protection.  Regard  for  these  purposes  should 
infuse  constmction  of  [the  Act]  if  it  is  to  be  treated  as  a  working 
instrument  of  government  and  not  merely  as  a  collection  of  English 
words. 
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United  States  v.  Dotterweich,  320  U.S.  277,  280  (1943). 

The  tobacco  industry’s  theory  would  frustrate  these  public  health  purposes.  If 
promotional  claims  alone  determined  the  “intended  use”  of  a  product,  a  manufacturer 
could  market  a  potent  tranquilizer  solely  for  its  “pleasurable”  effect  or  an  amphetamine  for 
its  “energizing”  effect  and  avoid  the  Act’s  reach.  The  same  manufacturer  could  coat  the 
tranquilizer  or  amphetamine  with  sugar,  advertise  it  for  its  “taste  and  flavor,”  and  again 
escape  FDA  regulation.  It  is  not  hard  to  imagine  a  manufacturer  of  a  generic  version  of 
Prozac,  an  antidepressant  drug  currently  approved  by  FDA  and  available  only  by 
prescription,  who  would  seek  to  avoid  FDA  regulation  by  advertising  its  product  as 
intended  solely  for  the  “pleasure”  of  its  consumers.  If  these  products  could  so  easily 
escape  FDA  regulation,  the  public  health  would  be  endangered. 

-  These  examples  are  not  purely  hypothetical.  As  discussed  above,  manufacturers  of 
imitation  cocaine  or  “caine”  products,  which  contain  anesthetic  drugs  such  as  lidocaine, 
have  attempted  to  avoid  FDA  regulation  by  selling  their  products  as  “incense.”  Although 
FDA  has  successfully  asserted  jurisdiction  over  these  products  in  the  past,  the  Agency 
could  be  precluded  from  doing  so  under  the  manufacturers’  legal  theory. 

New  evidence  received  during  the  comment  period  provides  another  example  of 
the  possible  results  if  the  Agency  accepted  the  manufacturers’  legal  theory.  In  1992,  the 
British  American  Tobacco  (Company  (B  ATCO),  the  parent  company  of  Brown  & 

WiUiamson  Tobacco  Corporation,  considered  purchasing  a  manufacturer  of  nicotine 
patches,  Stowic  Resources  Ltd.,  because  “[tjhere  is  currently  a  void  in  the  market  for  a 
product  that  provides  tobacco  satisfaction  in  a  form  that  is  acceptable  and  available  tcT 
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many  segjnents  of  the  market.”" The  purchase  was  ultimately  rejected  after  BATCO 
and  Brown  &  Williamson  researchers  found  that  nicotine  patches  did  riot  provide  the 
consumer  with  “[t]he  rapid,  peaking  intake  of  nicotine  which  the  smoker  clearly 
wants.”" Under  the  manufacturers’  theory,  however,  it  would  nonetheless  be  legally 
permissible  for  B  ATCX)  and  Brown  &  Williamson  to  sell  high-potency  nicotine  patches  or 
any  other  product  whose  sole  purpose  was  to  deliver  pharmacologically  active  doses  of 
nicotine  without  FDA  regulation  so  long  as  the  manufaaurers  claimed  to  market  the 
products  exclusively  for  “tobacco  satisfaction.” 

For  sound  policy  reasons,  the  Agency  must  be  able  to  look  beyond  a 
manufacturer’s  promotional  claims  when  determining  whether  to  regulate  a  product  that 
contains  a  known  drug  or  that  has  known  pharmacological  uses.  Where  manufacturers 
avoid  promoting  the  pharmaceutical  uses  of  products  that  contain  drug  ingredients  or 
where  manufaaurers  deliberately  make  ambiguous  claims  or  otherwise  seek  to  obscure  the 
true  nature  of  their  products,  FDA  must  be  firee  to  consider  other  objective  evidence  to 
establish  the  true  intended  use  of  the  produa.  As  discussed  in  sections  n.A.l.,  ILB.l., 
and  n.C.l.,  above,  this  other  objective  evidence  may  include  the  product’s  foreseeable 
pharmacological  effects  and  uses,  aaual  consumer  use,  and  the  statements,  research, 
and  actions  of  manufacturers. 


Brown  &  Williamson,  Transdermal  Nicotine  Patches  (1992),  at  3.  See  AR  (VoL  531  Ref.  124). 

Kausch,  Research  and  DevelopmentA^uality,  Transdermal  Nicotine  (1992).  See  AR  (VoL  531 
Ref.  124). 
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2.  Consideration  of  Tobacco  Manufacturers’ Promotional  Claims 

Supports  the  Agency’s  Position 

The  Agency  also  disagrees  with  the  premise  of  the  tobacco  industry’s  position — 
namely,  that  consideration  of  their  promotional  claims  will  demonstrate  that  cigarettes  and 
smokeless  tobacco  products  are  not  intended  to  affect  the  structure  or  function  of  the 
body.  In  fact,  consideration  of  the  claims  made  in  tobacco  advertising  lends  support  to  the 
Agency’s  determination  that  cigarettes  and  smokeless  tobacco  are  “intended”  to  affect  the 
structure  and  function  of  the  body. 

Several  comments  on  the  Juiisdiaional  Analysis  urge  FDA  to  consider  the 
promotional  claims  of  the  tobacco  manufacturers  in  determining  whether  the 
manufacturers  intend  to  affect  the  structure  or  function  of  the  body.  The  comments  of  the 
American  Society  of  Addiction  Medicine,  for  example,  assert  that  consideration  of 
promotional  claims  provides  further  support  for  the  finding  that  tobacco  manufacturers 
intend  to  affect  the  stmcture  and  function  of  the  body.  Conversely,  the  tobacco  industry 
comments  maintain  that  consideration  of  these  claims  will  show  that  the  manufacturers  do 
not  intend  to  affect  the  stmcture  or  function  of  the  body. 

The  Agency  agrees  that  promotional  claims  can  be  relevant  evidence  of  intended 
use.  See  section  n.E.l.,  above.  As  the  tobacco  industry  comments  recognize,  these 
claims  can  be  of  two  types,  implied  or  express.  Express  claims  for  a  product  overtly 
promote  the  product’s  effects  on  the  stmcture  or  function  of  the  body.  Implied  claims 

Joint  Comments  of  the  Cigarette  Manufacturers,  Commit  (Jan.  2, 19%),  Vol.  n,  at  91.  See  AR 
(Vol.  535  Ref.  %)  (“the  determining  factor  is  claims — in^ilied  or  exfHiessed — made  in  marketing  the 
IHoduct”)  (emphasis  added).  See  also  section  201(n)  of  the  Act  (21  U.S.C.  321(n))  (in  determining 
whether  labeling  or  advertising  is  misleading  the  Agency  must  consider  both  the  representations  “made” 
and  the  representations  “suggested”  by  the  manufactiuer). 
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suggest,  but  do  not  explicitly  reconunend,  pharmacological  use.  The  courts  have 
recognized  that  implied  drug  claims  can  make  a  product  a  drug  even  in  the  presence  of 
express  disclaimers  warning  against  drug  use.  For  instance,  in  a  case  involving  an 
imitation  cocaine  product  sold  as  incense  and  advertised  as  not  for  drug  use,  the  Ninth 
Circuit  held; 

The  fact  that  the  items  were  called  “incense”  and  advertised  as  “Not 
for  drug  use”  cannot  be  controlling  on  the  issue  of  whether  they  are 
drugs.  Where,  as  here,  the  items  are  otherwise  promoted  and 
advertised  in  ways  that  suggest  they  are  cocaine  substitutes,  [the 
vendor’s]  intent  in  distributing  the  products  is  clear.  Self-serving 
labels  cannot  be  allowed  to  mask  the  vendor’s  true  intent  as 
indicated  by  the  overall  circumstances. 

United  States  v.  Storage  Spaces  Designated  Nos.  “8”  and  '‘49,  ”  111  F.2d  1363, 1366 
n.5  (9th  Cir.  1985)  (emphasis  added),  cert,  denied,  479  U.S.  1086  (1987). 

As  suggested  in  the  comments,  the  Agency  has  examined  the  promotional  claims 
of  the  tobacco  manufacturers.  Although  recent  tobacco  product  advertisements  do  not 
make  express  drug  claims,  the  implied  pharmacological  claims  in  some  tobacco 
advertisements  provide  additional  support  for  the  Agency’ s  finding  of  intended 
pharmacological  use.  In  particular,  as  described  below,  advertisements  that  promise  that 
tobacco  products  will  provide  “satisfaction”  suggest  to  the  consumer  that  use  of  tobacco 
products  will  provide  desired  pharmacological  benefits,  including  satisfying  addiction. 

The  use  of  “satisfaction”  claims  in  tobacco  product  advertising  is  corrunon.  Since 
the  1970’s,  most  major  tobacco  manufacturers  have  used  advertising  campaigns  that 
promote  “satisfaction.”  For  instance,  the  R.J.  Reynolds  Tobacco  Company  (RJR)  has 
used  a. promise  of  “satisfaction”  to  advertise  many  cigarette  brands,  including  Clamel 
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Lights,  Salem,  Real,  More,  and  Now."‘^  A  1990  advertisement  for  Now  brand  cigarettes, 

for  example,  asks  “Can  a  cigarette  have  just  2  mgs  of  tar  and  still  be  satisfying  to  smoke? 

. . .  NOW  can.”‘“^  Likewise,  “satisfaction”  claims  have  been  used  by  Brown  & 

Williamson,  Lorillard,  and  Liggett  &  Myers.* In  one  typical,  recent  advertisement, 

Lorillard  promoted  its  True  brand  with  the  slogan  “The  Lowest  with  True  Satisfaction . . . 

True  Delivers''^^^^  Some  of  these  advertisements  distinguish  “satisfaction”  firom  taste. 

For  example,  a  Brown  &  Williamson  advertisement  for  Barclay  states: 

If  your  ultra  light  is  ultra  boring,  why  do  you  stiU  smoke  it? 

Because  you  probably  think  that’s  the  sacrifice  you  have  to  make. 

Well,  not  any  longer.  We’  ve  just  made  ultra  lights  you  don’t  have 
to  make  any  sacrifices  for.  At  least  not  on  taste.  And  not  on 
satisfaction.^^'^ 

Smokeless  tobacco  manufacturers  also  rely  on  “satisfaction”  claims  in  advertising. 

The  nation’s  largest  smokeless  tobacco  manufacturer.  United  States  Tobacco  Company 
(UST),  has  used  satisfaction  promises  to  advertise  several  brands,  including  Copenhagen, 


See  Tobacco  Advertisements,  in  American  Society  of  Addiction  Medicine,  Comment  (Dec.  29, 1995), 
appendix  6,  at  89-90,  92, 94-96,  98.  See  AR  (VoL  528  Ref.  97). 

"“W.at98. 

at  82-86, 88, 91, 97, 99.  i 

74.  at  99  (emphasis  added). 

Id.  at  97  (emphasis  added). 

In  addition  to  differentiating  between  taste  and  satisfaction  in  the  quoted  passage,  this  advertisement  also 
uses  the  term  “satisfying”  in  a  subsequent  passage  to  describe  the  flavor  of  Barclay,  stating  that  “[w]e  gave 
Barclay  a  new  blend  of  tobaccos  for  a  smoother,  more  satisfying  flavor.”  Id.  This  dual  usage  of 
satisfaction  occurs  in  other  advoiisements.  For  instance,  in  an  advertisement  for  Camel  Lights,  RJR  uses 
satisfaction  both  as  an  independent  attribute  of  its  product  (promising  “All  the  flavor  and  satisfaction 
that’s  been  missing  in  your  low  tar  cigarette”)  and  as  an  adjective  to  describe  the  product’s  taste 
(promising  “a  rich,  rewarding,  truly  satisfying  taste”).  Id.,  at  95  (emphasis  added). 
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Skoal,  and  Happy  Days."“  In  fact,  the  slogan  “It  Satisfies”  is  the  signature  of  UST s 
Copenhagen  brand  and  appears  on  the  lid  of  each  package/ 

The  tobacco  industry  argues  that  “satisfaction”  is  not  an  implied  drug  claim.  In  its 
view,  “satisfaction”  is  not  a  euphemism  for  the  consumer’s  pharmacological  response  to 

nicotine.  Rather,  as  one  cigarette  manufacturer  commented,  “‘[sjatisfaction’ _ reflects 

the  consumer’s  total  reaction  to  the  total  smoking  experience  delivered  by  the 
cigarettes.”**^ 

The  Agency  agrees  that  the  term  “satisfaction”  reflects  the  consumer’s  reaction  to 

the  experience  of  smoking  a  cigarette  or  using  smokeless  tobacco.  Indeed,  it  is  precisely 

for  this  reason  that  the  Agency  finds  that  the  use  of  the  term  to  promote  cigarette  and 

smokeless  tobacco  is  an  implied  dmg  claim. 

The  meaning  of  a  promise  of  “satisfaction”  depends  upon  the  needs  or 

expectations  of  the  consumer.  A  “satisfying”  meal  means  something  quite  different  from  a 

“satisfying”  movie,  which  in  turn  means  something  different  from  a  ^‘satisfying”  driving 

experience.  A  product  that  is  satisfying  to  consumers  is  one  that  fulfills  the  needs  or 

expectations  of  the  consumer.  Thus,  a  “satisfying”  meal  must  meet  the  consumer’s  desires 

>• 

for  taste  and  nutrition,  while  a  “satisfying”  driving  experience  must  meet  the  consumer’s 
desires  for  power,  maneuverability,  and  comfort. 


"“W.at93, 100-101. 

Id.  at  100. 

Brown  &  Williamson  Tobacco  Corp-,  Comment  (Jan.  2, 19%),  at  8.  See  AR  (VoL  529  Ref.  104). 
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In  the  case  of  cigarettes  and  smokeless  tobacco,  a  “satisfying”  product  must  meet 
the  consumer’s  motivations  for  using  the  product.  As  discussed  in  sections  II. A.  and 
II.B.,  above,  these  motivations  are  primarily  pharmacological.  Most  users  of  tobacco 
products  are  addicted  to  nicotine.  They  use  cigarettes  and  smokeless  tobacco  to  satisfy 
their  addiction  and  to  obtain  other  pharmacological  effects,  such  as  anxiety  reduction  or 
stimulation.  To  these  users,  a  manufacturer’s  promise  of  “satisfaction”  implies  that  the 
product  will  fulfill  their  craving  for  the  pharmacological  effects  of  nicotine — satisfying 
their  addiction  and  providing  the  sought-after  mood-altering  effects  of  nicotine. 

The  tobacco  industry’s  internal  documents  themselves  show  that  consumer 
“satisfaction”  is  intimately  connected  to  nicotine’s  pharmacological  effects  and  that  the 
tobacco  manufacturers  know  this.  The  internal  company  documents  that  have  recently 
become  publicly  available  show  that  for  the  past  three  decades,  tobacco  industry  officials 
have  consistently  expressed  the  view  that  nicotine’s  pharmacological  effects  are  essential 
to  consumer  satisfaction. 

Officials  at  Brown  &  Williamson  and  its  parent  company,  the  British  American 
Tobacco  Company  (B  ATCO),  for  instance,  have  consistently  linked  nicotine  delivery  to 
consumer  satisfaction.  Thus,  BATCO  scientists  have  stated: 

•  “Nicotine  has  well  documented  pharmacological  action _ It  is  believed  to  be 

responsible  for  the  "satisfaction*  of  smoking,  using  this  term  in  the  physiological 
rather  than  the  psychological  sense.”"  “ 

•  ""The  basic  assumption  is  that  nicotine .  ..is  almost  certainly  the  key  smoke 
component  for  satisfaction .... 

Wocxl  DJ,  BATCO  Group  Research  and  Development,  Aspects  of  the  R&DE  Function,  notes  for  a  talk 
given  at  Chelwood,  Sep.  1969  (Jul.  20, 1970),  at  7  (emphasis  added).  See  AR  (VoL  22  Ref.  287). 

BATCO  Group  R&D  Research  (Conference,  Rio  de  Janeiro,  Brazil  (Aug.  22-26, 1983),  at  10 
(emphasis  added).  See  AR  (VoL  179  Ref.  2087). 
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•  '^[NJicotine . . .  probably  provides  the  basis  of  smoking  satisfactionf^^ 

•  [I]n  its  simplest  sense  puffing  behavior  is  the  means  of  providing  nicotine  dose  in 
a  metered  fashion.’*^ 

•  “Intuitively  it  is  felt  that  ‘satisfaction’  must  be  related  to  nicotine.  Many  people 
believe  it  [is]  a  ‘whole  body  response’  and  involves  the  action  of  nicotine  in  the 
brain.”"^" 

Other  industry  officials  have  expressed  the  same  view.  For  example: 

•  Senior  RJR  scientists  have  written  that  “the  confirmed  user  of  tobacco  products  is 
primarily  seeking  the  physiological  ‘satiffiaction’  derived  from  nicotine”^^^  and 
that  “the  ultimate  satisfaction  comes  from  the  nicotine  which  is  extracted ...  in 
the  lungs.”^'^ 

- r 

BATCX),  Proceedings  of  the  Smoking  Behaviour  Marketing  Conference,  Session  I  slides  (Jul.  9-12, 
1984)  (emphasis  added).  See  AR  (Vol.  21  Ref.  238). 

BATCO,  Nicotine  Conference  Outline  (Jun.  6-8, 1984)  at  BW-W2-01977  (enmhasis  added).  See  AR 
(Vol.  22  Ref.  290). 

The  record  omtains  numerous  other  similar  BATCO  and  Brown  &  Williamson  statements.  For  example, 
as  part  of  their  evaluation  of  whether  BATCO  should  purchase  a  manufacturer  of  nicotine  patches.  Brown 
&  Williamson  researchers  in  1992  stated  that  “[t]he  faa  that  people  use  snuff  and  chewing  tobacco 
indicates  that  administration  routes  [of  nicotine]  other  than  inhalation  can  deliver  tobacco  satisfaction.'' 
Transdermal  Nicotine  Patches,  at  3  (emphasis  added).  See  AR  (VoL  531  Ref.  124). 

Similarly,  as  part  of  Projea  Wheat,  BATCO  researchers  reported  that  “there  is  evidence  of  a  conflict 
between  concern  for  health  and  the  dedre  for  a  satifying  cigarette,  from  which  it  follows  that  law  tar 
brands  would  be  much  more  widely  accepted  if  their  nicotine  deliveries  could  be  brought  within  the  range 
required  by  groups  of  consumer [s]."  Wood  DJ  (BATCO),  Project  Wheat  —  Part  2:  U.K.  Male  Smokers: 
Their  Reactions  to  Cigarettes  of  [Afferent  Nicotine  Deliveries  as  Influenced  by  Inner  Need  (Jan.  30, 
1976),  at  48  (emphasis  added).  See  AR  (VoL  20  Ref.  204-2). 

Teague  RJ.  Reynolds,  Research  Planning  Memorandum  on  the  Nature  of  the  Tobacco  Business 

and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14, 1972),  at  1  (emphasis  added).  See  AR  (VoL  531 
Ref.  125). 

Teague  also  wrote  that  “'what  we  are  really  selling  [is]  nicotine  satisfaction."  Id.  at  5  (emphasis  added). 

Senkus  M  (RJ.  Reynolds  Tobacco  Co.X  Some  effects  of  smoking  (I976/1 977),  at  9  (emphasis  added). 
See  AR  (VoL  700  Ref.  593). 

Soikus  also  wrote  that  “a  zero  nicotine  cigarette . . .  really  has  no  potential  to  provide  smoking 
satisfaction.  It  produces  no  taste  in  the  mouth,  but  even  more  seriously  it  fails  to  provide  the  ultimate 
satisfaction  in  the  lungs.”  Id.  at  9  (emphasis  added). 
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•  William  Farone,  the  former  Philip  Morris  director  of  applied  research,  has  written 

that  “[t]he  objective  of  industry  scientists  and  product  developers,  simply  stated, 
was  to  provide  the  consumer  with  the .. .  pharmacological  satisfaction  derived 
from  nicotine _ ^ 

•  The  senior  vice  president  for  marketing  at  UST  has  written  that  ‘  Y v Jirtually  all 
tobacco  usage  is  based  upon  nicotine,  ‘the  kick\  sati^action”^^^^ 

Indeed,  tobacco  manufacturers  have  even  conducted  opinion  surveys  that  show 

that  tobacco  users  understand  that  their  “satisfaction”  is  based  on  nicotine.  For  instance, 

an  affiliate  of  Brown  &  Williamson  reported  that  “[m]ost  respondents,  with  a  bias  toward 

men,  realised  that  nicotine  was  the  attribute  in  cigarettes  causing  addiction.  It  was  also 

usually  seen  as  the  component  providing  satisfaction"'^^^^ 

These  statements  show  that,  when  consumers  use  cigarettes  and  smokeless 

tobacco,  their  degree  of  “satisfaction”  is  closely  related  to  the  pharmacological  effects  of 

nicotine  delivered  by  the  produa.  The  statements  also  show  that  tobacco  manufacturers 

have  long  been  aware  of  the  central  role  of  nicotine  in  consumer  satisfaction.  In  effect,  the 


Farone  WA,  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the  Design  and  Manufacture  of 
Cigarettes:  A  Scientific  Perspective  (Mar.  8,  1996),  at  7  (emphasis  added).  See  AR  (VoL  638  Ref.  2). 

TestiuKHiy  of  Erik  Lindqvist,  Marsee  v.  U.S.  Tobacco,  CivU  Action  No.  84-2777R  (W.D.  Ok.  Jun.  5, 
1986)  transcript  of  Jury  trial  proceedings,  at  1662  (emphasis  added).  See  AR  (VoL  22  Ref.  292).  In 
another  document  describing  Skoal  Bandits,  UST  states: 

The  nicotine  contents  are  more  or  less  equivalent  to  that  of  a  good  quality 
cigarette.  The  nicotine  is  absorbed,  givfingj  satisfaction  to  the  smoker. 

Potential  (^estions  and  Answers,  submitted  in  Marsee  v.  U.S.  Tobacco,  Civil  Action  No.  84-2777R 
(W.D.  Ok.  1986)  (emphasis  added).  See  AR  (VoL  30  Ref.  509). 

Attitudes  Towards  Smoking  and  Health,  attached  to  letter  from  Johnston  AH  (market  research 
manager,  Carreras  Rothmans  Ltd.)  to  Bentley  HE  (Imperial  Tobacco  Ltd.)  (Jul.  26, 1979),  at  12  (emphasis 
added).  See  AR  (Vol.  21  Ref.  218). 
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statements  establish  that  the  manufacturers  use  “satisfaction”  as  a  code-word  for  the 
pharmacological  effects  of  nicotine. 

The  Agency  has  reviewed  the  manufacturers’  promotional  claims  and  finds  that 
they  are  consistent  with — and  in  fact  provide  further  support  for — the  Agency’ s 
conclusion  that  cigarettes  and  smokeless  tobacco  are  “intended”  to  affect  the  structure  and 
function  of  the  body.  When  manufacturers  of  an  addictive  and  psychoactive  product  use 
words  like  “satisfaction”  in  their  advertisements,  the  word  takes  on  special  connotations  to 
the  consumer.  The  advertisements  make  an  implicit  pharmacological  appeal  and  hence 
become  further  evidence  that  the  products  are  intended  to  affect  the  structure  and  function 
of  the  body. 

3.  Response  to  Additional  Comments  on  Legal  Theory 

The  discussion  in  sections  n.A.-E.2.,  above,  has  responded  to  many  of  the  major 
comments  regarding  the  Agency’s  legal  analysis  of  intended  use.  In  this  section,  the 
Agency  responds  to  additional  comments  of  the  manufacturers  and  others  on  this  issue. 

a.  General  Comments 

c 

1 .  The  tobacco  industry  contends  that  the  legislative  history  of  the  Federal 
Food,  Drug,  and  Cosmetic- Act  conflicts  with  the  Agency’s  interpretation  of  the  Act  and 
shows  that  Congress  determined  that  only  promotional  claims  can  be  considered  in 
determining  whether  a  produa  is  “intended  to  affect  the  structure  or  any  function  of  the 
body.” 

The  Agency  has  carefully  reviewed  the  legislative  history  of  the  Act  and  concludes 
that  it  fails  to  support  the  tobacco  industry’s  position.  Indeed,  what  little  legislative 
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history  there  is  confirms  the  Agency’s  interpretation  that  evidence  of  intent  should  not  be 
restricted  to  promotional  claims. 

Congress  most  directly  addressed  the  issue  during  consideration  of  the  1976 
Medical  Device  Amendments.  In  the  House  Report,  the  Committee  on  Energy  md  ‘ 

Commerce  specifically  considered  whether  a  manufacturer  could  avoid  having  its  product 
regulated  as  a  medical  device  intended  for  human  use  by  labeling  and  promoting  the  device 
as  intended  for  animal  use  only.  Contrary  to  the  tobacco  industry’s  position,  the  House 
Report  concluded  that  FDA  would  not  be  bound  by  the  manufacturer’s  promotional 
claims; 

This  is  not  to  say,  however,  that  a  manufacturer  of  a  device  that  is 
banned  by  the  Secretary  [for  human  use]  can  escape  the  ban  by 
labeling  the  device  for  veterinary  use.  The  Secretary  may  consider 
the  ultimate  destination  of  a  product  in  determining  whether  or  not 
it  is  for  human  use,  just  as  he  may  consider  actual  use  of  a  product 
in  determining  whether  or  not  it  is  a  device. 

Medical  Device  Amendments  of  1976,  H.R.  Rep.  No.  94-853, 94th  Cong.,  2d  Sess.  14 

(emphasis  added),  reprinted  in  An  Analytical  Legislative  History  of  the  Medical  Device 

Amendments  of  1976,  appendix  HI.  Congress’  reasoning  confirms  the  plain  meaning  of 

the  statutory  definitions  of  “drug”  and  “device.”  It  shows  that  Congress  plainly  intended 

FDA  to  be  able  to  look  behind  a  manufacturer’s  promotional  claims  and  to  determine 

intent  based  on  the  actions  of  the  manufaaurer  and  the  actual  uses  of  the  product. 

The  tobacco  industry  relies  primarily  on  a  passage  from  the  1935  Senate  Report, 

which  states  that  “the  manufacturer  of  the  article,  through  his  representations  in 

connection  with  its  sale,  can  determine  the  use  to  which  the  article  is  to  be  put.”  S.  Rep. 

No.  361, 74th  Cong.,  1st  Sess.  4  (1935),  reprinted  in  3  Legislative  History  60, 663. 


523 


45180  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

'  II.E.3. 

However,  the  first  sentence  of  the  paragraph  from  which  the  tobacco  industry  quotes 
states  that  “[t]he  use  to  which  the  produa  is  to  be  put  will  determine  the  category  into 
which  it  will  fall.”  Id.  This  quotation  is  consistent  with  the  Agency’s  interpretation  that 
consumer  use  can  establish  “intended  use”  independent  of  the  manufaauier’s  claims. 

Furthermore,  the  passage  quoted  by  the  tobacco  industry  is  taken  out  of  context, 
however.  Congress  was  not  addressing  the  issue  of  how  to  determine  whether  a  product 
is  intended  to  affect  the  structure  or  function  of  the  body  under  the  Act’s  drug  definition, 
section  201(g)(lXC).  Rather,  the  issue  being  discussed  was  the  circumstances  under 
which  the  Agency  must  regulate  a  produa  both  as  a  food  and  as  a  drug  intended  for  use  in 
the  diagnosis  or  treatment  of  disease  under  section  201(g)(1)(B)  of  the  Act.  (By 
definition,  a  “food”  cannot  be  regulated  as  a  drug  under  section  201(gXl)(C)  of  the  Act.) 

In  this  context,  the  Senate  Committee  stated  that  a  manufacturer  could  “escape” 
regulation  of  a  produa  as  a  food  by  “representing  the  article  fairly  and  unequivocally  as  a 
drug  produa.”  Id.  ^ 

The  Senate  Committee  did  not  say  that  promoting  the  article  exclusively  ^  a  food 
could  remove  the  article  from  the  drug  definition  of  section  201(g)(1)(B),  however.  To 
the  contrary,  the  Committee  stated  that  “[i]f  it  is  to  be  used  only  as  a  food  it  will  come 
within  the  definition  of  food  and  none  other.”  Id.  (emphasis  added).  Thus,  this  legislative 
history  shows  that  a  manufaaurer’s  representations  cannot  force  the  Agency  to  regulate  a 
product  containing  a  drug  as  a  food;  rather,  regulation  as  a  food  is  compelled  only  if  the 
sole  use  of  the  product  is  as  a  food.  Accordingly,  the  legislative  history  on  which  the 
comments  rely  supports  only  the  limited  argument  that  a  manufacturer’s  representations 
can  ensure  that  a  product  is  regulated  as  a  drug.  The  passage  does  not  support — ^and 
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indeed  contradicts — the  position  that  a  manufacturer’s  representations  can  prevent 
regulation  of  a  product  as  a  drug. 

The  cigarette  industry  also  cites  the  following  language  from  the  same  Senate 

Conunittee  report  to  support  the  view  that  a  manufacturer’s  claims  are  the  only  relevant 

consideration  in  determining  the  intended  use  of  a  product 

While  soaps  sold  only  for  ordinary  toilet  or  household  use  are 
specifically  exempted  from  the  definition  of  cosmetic  and  will  not 
be  subject  to  the  definition  of  drug,  soaps  for  which  claims 
concerning  disease  are  made  or  which  are  sold  as  pharmacopoeial 
articles  will  come  within  the  definition  of  dmg  and  will  thus  be 
subject  to  regulation. 

Id.  at  3-4,  reprinted  in  3  Legislative  History  662-663.  This  language,  however,  merely 
states  the  unarguable  and  long-settled  principle  that  a  drug  claim  can  bring  any  article 
(regardless  of  the  article’s  composition  or  effects)  within  the  Agency’s  jurisdiction.  See, 
e.g..  United  States  v.  An  Article . . .  ‘'Sudden  Change,”  409  F.2d  734,  739  (2d  Cir.  1969). 

This  is  not  the  issue  before  the  Agency  in  this  case. 

The  passages  of  the  legislative  history  quoted  by  the  tobacco  industry,  “when  read 
fairly  and  in  light  of  their  tme  context, . . .  cannot  be  said  to  demonstrate  a  [true]  - 
Congressional  desire.”  Jewell  Ridge  Coal  Corp.  v.  United  Mine  Workers,  325  U.S.  161, 

168-169  (1945).  The  most  that  can  reasonably  be  said  in  support  of  the  tobacco 
industry’s  view  is  that  the  legislative  history  is  sparse  and  ambiguous — ^a  circumstance  that 
calls  for  deference  to  the  Agency’s  interpretation  of  die  plain  language  of  the  statute.  As 
the  Supreme  Court  recently  held,  “[wjhen  we  find . . .  that  the  legislative  history  is 
ambiguous  and  unenlightening  on  the  matters  with  respect  to  which  the  regulations  deal. 
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we  customarily  defer  to  the  expertise  of  the  agency.”  Rust  v.  Sullivan,  500  U.S.  173, 
186(1991). 

2.  The  cigarette  manufacturers  contend  that  reading  a  foreseeability  standard 
into  “intended  use”  is  unworkable  because  it  would  convert  “every  foreseeable  off-label 
use”  of  a  drug  or  a  device  into  an  “intended  use”  attributable  to  the  manufacturer.  In 
support  of  this  contention,  the  cigarette  industry  points  to  what  has  become  known  as 
FDA’s  “practice  of  medicine”  policy,  under  which  the  Agency  recognizes  that  physicians 
may,  if  their  medical  judgment  so  dictates,  prescribe  (but  not  promote)  an  approved  dmg 
for  an  unapproved  use  without  violating  the  Act  See  37  FR  16503  (Aug.  15, 1972). 

V  The  Agency  disagrees  with  this  comment  Fundamental  differences  distinguish  off- 
label  uses  of  approved  dmgs  from  cigarettes  and  smokeless  tobacco.  First,  before  a  drug 
can  have  an  off-label  use,  the  drug  must  first  have  been  regulated  by  FDA  for  an  approved 
use.  Unlike  off-label  uses  of  approved  drugs,  cigarettes  and  smokeless  tobacco  have  not 
previously  been  regulated  by  FDA  for  approved  uses. 

Second,  FDA’s  practice-of-medicine  policy  is  based  on  FDA’s  long-standing 
policy  of  not  interfering  with  tte  practice  of  medicine.  Most  off-label  uses  of  prescription 
drags  are  prescribed  by  a  physician.  FDA  has  made  a  policy  judgment  that,  because  of  the 
involvement  of  a  doctor,  FDA  will  not  generally  interfere  with  these  off-label  uses.  The 
policy  considerations  that  underlie  the  practice-of-medicine  policy  are  entirely  missing  in 
the  case  of  cigarettes  and  smokeless  tobacco. 

In  any  event,  under  the  piactice-of-medicine  policy,  “[wjhere  the  unapproved  use 
of  an  approved  new  drag  becomes  widespread  or  endangers  the  public  health,  ‘FDA  will 
investigate  and’  take  whatever  action  is  warranted  to  protea  the  public.^'  See  37  FR 
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16504  (Aug.  15, 1972)  (emphasis  added).  Thus,  this  policy  recognizes  that  the  Agency 
may  assert  jurisdiction  over  unapproved  uses  of  drugs  when  they  become  “widespread”  or 
endanger  the  public  health — even  in  the  absence  of  promotional  claims  by  the 
manufacturer.  This  closely  parallels  the  Agency’s  interpretation  that  it  may  assert 
jurisdiction  over  products  when  it  becomes  foreseeable  that  they  will  have  drug  effects 
upon,  and  be  used  for  drug  purposes  by,  a  significant  proportion  of  consumers. 

3.  The  smokeless  tobacco  industry  asserts  that  FDA’s  reliance  on  consumer 
use  to  confer  drug  or  device  status  on  an  article  is,  in  effect,  an  attempt  to  defme  drugs 
and  devices  in  the  same  way  that  the  Act  defines  foods.  Under  the  Act,  the  term  “food” 
means  “articles  used  for  food  or  drink  for  man  or  other  animals.”  Section  201(f),  21 
U.S.C.  321(f).  The  smokeless  tobacco  industry  argues  that  if  “drug”  or  “device”  status 
can  be  inferred  whenever  a  product  is  used  in  a  certain  way,  then  the  statutory  intent 
requirement  becomes  mere  surplusage. 

The  Agency  disagrees.  To  determine  that  a  product  is  a  drug  or  device,  FDA  is 
required  to  show  that  the  “intended  use”  by  a  manufacturer  for  a  produa  is  as  a  drug  or 
device.  TTiis  statutory  intent  requirement  can  be  satisfied  based  on  “use”  alone  only  where 
the  use  is  sufficiently  widespread.  Evidence  of  “use”  can  also  provide  a  relevant  source  of 
information  in  combination  with  other  types  of  evidence.  See  ASH^  655  F.2d  at  239-240. 

4.  The  tobacco  industry  characterizes  evidence  from  the  statements,  research, 
and  actions  of  manufacturers  as  “classic  examples  of  subjective  intent,  i.e.,  motives  that 
are  not  publicly  expressed,”  and  states  that  the  regulations  allow  the  Agency  to  prove  the 
“intended  use”  of  a  product  based  only  on  evidence  of  “objective  intent.”  Thus,  the 
tobacco  industry  argues  that  the  Agency  must  disregard  the  extensive  evidence  in  the 
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administrative  record  indicating  that  the  manu&cturers  actually  intend  that  cigarettes  and 
smokeless  tobacco  have,  and  will  be  used  for,  pharmacological  effects. 

FDA  concludes  that  evidence  of  the  statements,  research,  and  actions  of  tobacco 
manufacturers  is  relevant  to  determine  the  “intended  use”  of  a  product.  The  tobacco 
industry’s  position  that  evidence  bearing  on  their  aaual  intentions  is  not  relevant  conflicts 
with  the  plain  language  of  the  Act.  TTie  tobacco  industry’s  position  also  conflicts  with  the 
regulations  defining  “intended  uses.” 

Moreover,  acceptance  of  the  tobacco  industry’s  argument  that  FDA  must 
disregard  evidence  of  the  manufacturers’  statements,  research,  and  actions  would  frustrate 
the  public  health  purposes  of  the  Act  FDA  does  not  test  products  before  they  are 
marketed,  nor  does  the  Agency  have  the  right  to  examine  the  manufacturer’s  testing  data 
before  a  new  product  is  marketed  unless  the  manufacturer  submits  an  application  for 
approval  of  the  dmg  or  device  prior  to  marketing.  Consequently,  neither  FDA  nor  the 
consumer  is  ordinarily  ^  a  position  to  know  whether  a  new  product  that  the  manufaaurer 
claims  is  not  3.  drug  or  device  in  fact  has  pharmacological  effects  on  consumers.  In 
contrast,  the  manufacturer,  through  its  research  and  product  development  activities, 
knows  the  effects  of  the  product  on  consumers  and  knows  how  the  manufacturer’s 
formulation  and  design  choices  are  likely  to  influence  the  uses  to  which  the  product  will  be 
put.  To  interpret  “intended  use”  to  exclude  evidence  of  what  the  manufacturer  has 

The  phrase  “subjective  intent”  is  ambiguous.  To  the  extent  that  “subjective  intent”  is  understood  to 
refer  to  the  actual  intent  of  the  manufacturm',  the  Agency  may  considK'  objective  evidoice  of  this 
“subjective’’  or  actual  intent  in  determining  the  manufacturers’  intent  Alternatively,  to  the  extent  that 
“subjective  intent”  is  understood  to  refCT  to  the  intent  the  manufacturer  claims  to  have,  see,  e.g.,  NNFA  v. 

Mathews,  557  F.2d  at  334;  see  also  Latex  Surgeons*  Gloves,  799  F.  Supp.  at  1295,  “the  FDA  is  not  bound 
by  the  manufacturer’s  subjective  claims  of  intent  but  can  And  actual  therapeutic  intent  on  the  basis  of 
objective  evidoice.”  Mathews,  557  F.2d  at  334. 
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designed  its  product  to  do,  and  anticipates  its  product  will  be  used  for,  would  thus  permit, 
and  even  encourage,  unscrupulous  manufacturers  to  conceal  their  knowledge  of  the 
products’  significant  pharmacological  effects  so  as  to  avoid  application  of  the  Act  This 
would  directly  undercut  the  public  health  purposes  of  the  Act. 

Accordingly,  FDA  concludes  that  objeaive  evidence  of  tobacco  manufacturers’ 
actual  intent  from  their  statements,  research,  and  aaions  is  relevant  to  establishing  the 
intended  use  of  cigarettes  and  smokeless  tobacco."^ 

b.  Comments  on  Administrative  Precedents 
The  tobacco  industry  and  an  individual  commented  on  the  administrative 
precedents.  The  comments  make  two  main  arguments.  First,  the  comments  argue  that 
FDA  did  not  rely  solely  on  known  pharmacological  effects  or  consumer  use  to  establish 
the  intended  use  of  the  products  discussed  in  the  examples.  Second,  the  comments  argue 
that  the  examples  cited  did  not  represent  authoritative  interpretations  of  the  law.  The 
comments  address  each  of  the  examples  in  some  detail. 

FDA’s  response  is  set  forth  below.  In  brief,  the  cited  examples  are  valid 
precedents  in  which  FDA  found  intended  drug  or  device  use  based  on  faaors  other  than 
express  claims  (i.e.,  known  effects  or  consumer  use)*  Moreover,  contrary  to  the  tobacco 


Even  if  the  Agency  accepted  the  tobacco  industry’s  argument  that  manufacturers’  statements, 
research,  and  actions  cannot  be  considered  to  prove  the  manufacturers’  intent,  it  does  not  follow  that  such 
evidence  is  not  also  relevant  for  other  purposes.  For  example,  much  of  this  evidence  corroborates  the 
scientific  evidence  showing  that  tobacco  products  have  significant  pharmacological  effects  and  are  used 
by  consumers  to  obtain  these  effects.  The  Agency  may  properly  use  the  evidence  of  the  statements, 
research,  and  actions  to  establish  these  facts.  Furthermore,  the  Agency  may  properly  use  the  evidence 
from  the  statements,  research,  and  actions  of  the  manufacturers  to  rebut  assertions  by  the  manufacturers 
that  they  do  not  intend  to  make  products  that  have  and  are  used  for  pharmacological  effects. 
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industry’s  assertions,  the  examples  support  the  position  that  nicotine  in  tobacco  products 
is  a  drug. 

1 .  The  tobacco  industry  asserts  that  FDA’s  administrative  precedents  are  not 
analogous  to  tobacco  products  because  the  precedents  in  fact  relied  on  implied 
promotional  claims  in  establishing  intended  use.  For  instance,  the  comments  assert  that 
the  mere  listing  of  the  word  “hormone”  on  a  skin  cream  was  viewed  by  FDA  as  an  implied 
dmg  claim  and  argue  that  “the  Agency  asserted  that  any  statement  in  the  labeling  of  these 
products  that  hormones  are  present  is  an  implied  drug  claim . . .  Thus,  the  determining 
factor  is  claims — implied  or  express — ^made  in  marketing  the  product.”"^^ 

These  comments  on  the  basis  for  FDA’s  finding  of  intended  use  are  incorrect. 

First,  in  most  of  the  administrative  precedents,  no  implied  claims  were  involved.  For 
instance,  there  were  no  express  or  implied  claims  involved  in  the  Agency’s  assertion  of 
jurisdiction  over  “khaL”  Similarly,  in  most  of  the  imitation  cocaine  precedents,  the 
manufacturers  were  deliberately  trying  to  avoid  FDA  jurisdiction  by  advertising  their 
products  for  nondrug  uses."^  The  novelty  condom  precedents  discussed  in  the 
Jurisdictional  Analysis,  in  which  the  condoms  were  labeled  as  novelty  and  not  functional 
condoms,  also  did  iK)t  involve  any  promotional  claims.  See  60  FR  41530  (Aug.  1 1, 1995). 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  Vol.  II,  at  91  (emphasis  in 
original).  AR  (VoL  535  Ref.  %). 

The  Agency  recognizes  that  in  one  imitation  cocaine  case.  United  States  v.  Storage  Spaces 
Designated  Nos.  “8”:  and  “49, "  111  F.2d  1363  (9th  Cir.  1985),  the  reviewing  court  did  find  some 
evidence  of  promotional  claims.  Evoi  in  that  case,  however,  ’the  items  w^  called  ’incense’  and 
advertised  as  ’Not  for  drug  use,”’  and  die  court  stated  that  ”[s]elf-serving  labels  cannot  be  allowed  to 
mask  the  vendor’s  true  intent  as  indicated  by  the  overall  circumstances.”  Id,  at  1366  il5.  In  most  of 
FDA’s  actitms  against  imitation  cocaine,  the  manufacturers’  promotional  materials  were  generally 
designed  to  disguise  the  actual  intended  use. 
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It  is  true  that  the  listing  of  hormones  on  the  label  of  skin  creams  can  be  considered 
an  implied  drug  claim.  However,  this  implied  claim  argument  does  not  distinguish 
cigarettes  and  smokeless  tobacco  from  the  administrative  precedents.  If  the  mere  listing  of 
the  drug  ingredient  “hormone”  on  a  skin  cream  constitutes  an  implied  drug  claim,  then 
similar  implied  drug  claims  are  regularly  made  for  tobacco  products.  Many  cigarette 
advertisements  list  nicotine  deliveries."^’  Nicotine  is  a  widely  recognized  drug  with 
significant  pharmacological  effects.  It  is  the  active  ingredient  in  several  products  regulated 
as  drugs  by  FDA.  Therefore,  if  the  listing  of  hormones  in  skin  creams  can  be  considered 
an  implied  drug  claim,  the  listing  of  nicotine  in  cigarette  advertisements  can  also  be 
considered  an  implied  drug  claim. 

Moreover,  in  the  case  of  hormone-containing  skin  creams,  FDA  independently 
relied  upon  the  foreseeable  drug  effects  of  the  creams  as  a  basis  for  establishing  intent. 

FDA  took  the  position  that  the  inclusion  of  pharmacologically  active  levels  of  hormones  in 
the  skin  creams  was  a  sufficient  basis  for  regulating  the  products  as  drugs.  See  58  FR 
47611, 47613  (Sep.  9, 1993). 

2.  The  tobacco  industry  also  alleges  that,  in  some  of  the  examples,  intended 
drug  use  had  previously  been  established  because  the  product  contained  an  active  drug 
ingredient  For  instance,  the  tobacco  industry  argues  that  the  imitation  cocaine  cases 
involved  bulk  prescription  drug  ingredients  (e.g.,  lidocaine  and  ephedrine)  that  were 
diverted  for  use  in  the  imitation  cocaine  products.  The  comments’  point  seems  to  be  that 
once  intended  drug  use  is  established  for  one  use  of  a  drug,  FDA  can  establish  the  same 

American  Society  of  Addiction  Medicine,  Comment  (Dec.  29, 1995),  app^dix  6.  See  AR  (VoL  528 
Ref.  97).  . 
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drug  intent  with  respect  to  manufacturers  of  other  products  containing  tlie  drug  as  an 
ingredient. 

The  Agency  agrees  that  the  presence  of  a  known  drug  ingredient  can  be  substantial 

evidence  of  an  intent  to  affect  the  structure  and  function  of  the  body.  However,  the 

; 

Agency  disagrees  that  this  point  distinguishes  any  of  the  administrative  precedents  from 
tobacco  products.  To  the  contrary,  cigarettes  and  smokeless  tobacco  contain  a  known 

drug,  nicotine,  that  has  addictive  and  other  significant  pharmacological  effects.  It  is  the 

/ 

active  drug  ingredient  in  several  products  regulated  as  drugs  by  FDA,  including  nicotine 
patches,  nicotine  gum,  and  nicotine  nasal  sprays.  The  comments’  position  leads  to  the 
conclusion  that  products  containing  nicotine,  including  cigarettes  and  smokeless  tobacco, 
are  also  drugs. 

3.  The  tobacco  industry  argues  that  the  administrative  precedents  are  not 
authoritative  interpretations  of  the  law.  Instead,  the  comments  assert,  the  examples 
consist  of  unchallenged  assertions,  preliminary  pronouncements  in  certain  rulemaking 
proceedings,  and  judicial  default  and  consent  decrees,  rather  than  specific  actions  and 
litigated  cases.  One  comment  minimizes  some  of  the  examples  by  stating  that  preliminary 
views  and  opinions  are  not  binding  on  FDA  itself.  Anoth^  comment  asserts  that  the 
“Agency  position”  in  the  case  of  one  example,  vaginal  products,  was  really  that  of  an 
independent  advisory  committee,  and,  in  any  case,  the  Agency  itself  later  rejected  the 
position.  Still  another  comment  contends  that  the  Agency  cited  a  relatively  small  number 
of  examples,  implicitly  suggesting  that  this  limited  the  precedential  value  of  the  collection 
of  examples. 
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The  Agency  disagrees  with  the  premise  that  only  examples  supported  by  binding 
regulation  or  judicial  precedent  would  be  valid  evidence  of  Agency  interpretation.  FDA 
cited  the  examples  to  illustrate  that  the  Agency  has  over  the  years  consistently  taken  the 
position  that  express  drug  or  device  claims  are  not  required  for  a  finding  of  intended 
pharmacological  use  or  effect.  These  examples  constitute  highly  relevant  evidence  of  the  . 

Agency’s  past  interpretations  of  its  governing  statute. 

Further,  FDA’s  statements  in  Federal  Register  preambles  and  proposed 
regulations — although  not  binding — are  official  statements  of  Agency  position.  5ee  21 
CFR  10.85(d)(1)  and  (e)  (texts  of  proposed  and  final  regulations,  and  related  preambles, 
are  valid  FDA  interpretations).  Although  the  Agency  did  not  concur  fully  with  its 
advisory  committee  in  the  vaginal  products  example,  the  position  expressed  in  the  example 
was  that  of  the  Agency.  See  59  FR  5226, 5227  (Feb.  3, 1994).  These  and  other  official 
Agency  interpretive  statements  deserve  strong  consideration.  Notifications  to 
manufacturers  also  represent  official  Agency  positions.  See  21  CFR  10.85(dXl);  also 
Kickapoo  Oil  Co.  v.  Murphy  Oil  Corp.^  779  F.2d  61, 66  (Temp.  Em.  Q.  App.  1985) 

(“Notice  of  Probable  Violation”  constitutes  agency  interpretation). 

The  examples  document  the  Agency’s  consistent  historical  position  that  intended 
use  is  not  limited  to  express  claims.  See  Udall  v.  Tollman,  380  U.S.  1, 17-18  (1%5) 

(consistent  past  agency  practice  can  be  evidence  of  agency  interpretation).  The  examples 
cover  a  number  of  years  and  represent  a  variety  of  circumstances.  They  cover  both 
individual  products  and  categories  of  products.  They  include  drugs  and  devices.  The 
intended  users  ranged  from  physicians  and  researchers  to  ordinary  consumers  to  those 
seeking  a  cwaine  substitute.  They  include  intended  use  based  on  both  product  effect  and 
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consumer  use.  The  Agency’s  application  of  the  intended  use  concept  is  not  a  new 
regulatory  construct.  Rather,  as  these  examples  illustrate,  the  Agency  has  applied  the 
concept  in  a  variety  of  contexts,  both  formal  and  informal.  Whether  any  of  these  examples 
represent  “binding”  interpretation  is  inelevant  given  the  limited  purpose  for  which  they  are 
cited.  As  the  court,  in  Kickapoo  Oil  found,  enforcement  actions,  notices  of  potential 
violations,  statements  in  various  briefs,  and  similar  documents  all  constitute  persuasive 
evidence  of  an  agency’s  past  interpretation  of  its  governing  statute. 

4.  One  comment  attempts  to  distinguish  tobacco  products  from  khat  by 
arguing  that  FDA  relied  on  product  effect  and  consumer  use  to  regulate  khat  only  because 
there  were  no  express  claims,  whereas  tobacco  products  have  express  claims  (e.g.,  for 
smoking  taste  and  pleasure).  The  Agency  disagrees.  Even  if  the  khat  had  been  labeled  as 
a  decorative  plant  or  a  culinary  herb,  for  example,  such  express  claims  would  not  have 
been  binding  and  FDA  would  have  taken  the  same  action.  (In  fact,  as  the  comment 
acknowledges,  FDA  suspected  that  the  khat  might  have  been  falsely  declared  as  a 
permitted  Egyptian  vegetable.)  . 

The  same  comnwnt  also  argues  that  FDA  was  merely  aiding  a  sister  agency,  the 
Drug  Enforcement  Agency  (DEA),  in  controlling  a  produa  that  DEA  considered  to  be  a 
drug  of  abuse.  The  conunent  notes  that  it  is  not  necessary  to  establish  intended  use  for  a 
DEA-controlled  substance.  In  fact,  for  a  decade  after  FDA  first  issued  the  khat  Import 
Alert,  DEA  did  not  have  jurisdiction  over  the  product.  Even  after  the  active  ingredient 
was  listed  as  a  controlled  substance,  ITOA  retained  separate  jurisdiction  to  detain  the 
product  Obviously,  any  FDA  detention  action — before  or  after  khat  was  scheduled  as  a 
controlled  substance — had  to  be  accomplished  under  FDA’s  authority. 


534 


Federal  Register  /  VoL  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Reflations  45191 

II.E.3. 

The  comment  further  argues  that  the  example  is  not  relevant  because  the 
evidentiary  standard  for  import  detention  is  low  (i.e.,  that  the  produa  only  has  to  “appeal’ 
to  be  violative  under  section  801(a)  of  the  Act,  21  U.S.C.  381).  A  differing  evidentiary 
standard  does  not  render  the  evidence  relied  upon  by  the  Agency  in  determining  khat’s 
intended  use  irrelevant  to  establishing  intended  use.  In  determining  whether  an  imported 
produa  “appears”  to  be  a  drug  or  device,  the  Agency  uses  the  same  kinds  of  evidence  as  it 
does  in  determining  whether  a  domestic  product  “is”  a  drug  or  device.  While  the 
Agency’s  evidentiary  burden  under  section  801(a)  may  be  lower  than  it  is  when  the 
Agency  finally  determines  that  a  product  is  a  drug  or  device  under  the  Act,  the  types  of 
evidence  that  are  relevant  do  not  differ. 

Still  another  comment  asserts  that,  because  khat  is  intended  to  be  used  as  a  tea,  it 
is  a  food  and  not  a  drug.  The  Agency  agrees  that  the  Federal  Food,  Drug,  and  Cosmetic 
Aa  excludes  a  food  from  the  definition  of  “drug”  under  section  201(g)(lXC)-  However, 
khat  is  not  a  food  because  it  is  not  used  primarily  for  taste,  aroma,  or  nutritive  value. 

Nutrilab,  Inc.,  713  F.2d  at  337.  Instead,  its  foreseeable  use  was  to  obtain  stimulant 
narcotic  effects.  Moreover,  the  Agency  notes  that  khat  is  not  used  exclusively  as  tea,  but 
is  also  chewed  and  smoked  like  tobacco. 
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F.  RESPONSE  TO  ADDITIONAL  COMMENTS 

In  this  section,  the  Agency  responds  to  additional  comments  regarding  the 
evidence  that  cigarettes  and  smokeless  tobacco  are  “intended  to  affect  the  stmcture  or  any 
function  of  the  body”  and  the  Agency’s  use  of  that  evidence. 

1 .  Some  comments  assert  that  FDA  may  not  rely  on  evidence  relating  to 
particular  manufacturers  to  find  intended  use  for  all  manufacturers  of  a  particular  product, 
but  must  instead  determine  intended  use  on  a  produa-by-product  basis  by  producing 
evidence  specific  to  each  individual  manufacturer  and  even  to  each  individual  brand  of 
tobacco  products.  TTie  Agency  disagrees  with  these  comments.  In  appropriate 
circumstances,  FDA  can  determine  that  a  type  of  produa  is  subjea  to  its  jurisdiction 
without  focusing  on  the  individual  manufacturer  or  brand. 

As  discussed  in  other  parts  of  section  II.,  the  evidence  of  intended  use  applies  to  all  , 

cigarettes  and  smokeless  tobacco  products  on  the  market.  This  evidence  establishes  that 
cigarettes  and  smokeless  tobacco  are  highly  addictive,  cause  other  psychoactive  effects 
(such  as  relaxation  mid  stimulation),  and  affea  weight  regulation  and  that  these  effects  are 
widely  accepted  in  the  scientific  community.  Based  on  this  evidence,  it  is  foreseeable  to 
any  reasonable  manufacturer  that  cigarettes  and  smokeless  tobacco  will  have  and  be  used 
for  these  addictive,  psychoactive,  and  other  pharmacological  effects.  The  evidence  also 
shows  that  actual  consumer  use  of  these  products  for  their  pharmacological  effects  is 
predominant  and,  in  fact,  nearly  exclusive.  Given  the  foreseeable  pharmacological  effects 
and  uses  of  cigarettes  and  smokeless  tobacco  and  the  actual  consumer  use  of  cigarettes 
and  smokeless  tobacco  for  pharmacological  effects,  the  Agency  concludes  that  all  of  these 
products  are  “intended  to  affect  the  structure  or  any  function  of  the  body.” 
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In  addition,  the  Agency  has  collected  evidence  of  the  tobacco  industry’s 
statements,  actions,  and  research  demonstrating  the  industry’s  widespread  awareness  of 
the  addictive  and  other  pharmacological  effects  of  cigarettes  and  smokeless  tobacco,  the 
industry’s  widespread  knowledge  that  consumers  use  its  products  for  these  effects,  and 
the  industry’s  widespread  manipulation  of  nicotine  levels  in  its  products  to  ensure  that 
adequate  amounts  of  nicotine  are  delivered  to  consumers.  This  evidence  is  further 
objective  evidence  that  these  prtxiucts  are  “intended  to  affect  the  structure  or  any  function 
of  the  body.” 

In  the  case  of  cigarettes,  the  evidence  shows  that  the  major  manufacturers  engaged 
in  extensive  research  into  nicotine  pharmacology  either  as  individual  companies  or  through 
the  industry-funded  Council  for  Tobacco  Research.  Moreover,  the  evidence  shows  that 
the  major  cigarette  manufacturers  manipulate  the  nicotine  level  in  cigarettes  through 
techniques  such  as  blending,  the  use  of  ammonia  technologies,  and  the  design  of  cigarette 
filters  and  ventilation.  In  the  case  of  smokeless  tobacco,  the  evidence  shows  that  the 
major  manufacturers  of  smokeless  tobacco  have  also  sponsored  research  into  nicotine 
pharmacology  either  as  individual  companies  or  through  the  industry-fimded  Smokeless 
Tobacco  Research  Council.  In  addition,  the  evidence  shows  widespread  nicotine 
manipulation  by  major  smokeless  tobacco  manufacturers  through  pH  adjustments  or  the 
use  of  teabag-like'  pouches  that  reduce  nicotine  delivery  in  their  starter  products. 

Although  the  Agency  often  chooses  to  take  enforcement  actions  against  particular 
manufacturers  of  a  specific  product  rather  than  to  assert  regulatory  authority  over  all 
manufacturers  of  the  product  as  a  group,  the  Agency  may  Choose  a  different  regulatory 
approach  when  circumstances  warrant.  The  Agency  has  concluded  that  such  a  different 
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approach  is  appropriate  here.  In  concluding  that  these  products  are  delivery  devices 
within  the  meaning  of  the  Act,  the  Agency  is  relying  not  on  product  labeling  or  express 
representations  in  promotional  materials,*  but  on  other  relevant  objective  evidence  of 
intended  use — dispositive  evidence  concerning  the  foreseeable  pharmacological  effects 
and  uses  of  these  products,  actual  consumer  use  of  these  products,  and  evidence  of 
industry-wide  actions,  practices,  and  knowledge.  Further,  the  public  health  concerns  that 
the  Final  Rule  seeks  to  address — the  appeal  and  availability  of  tobacco  products  to  young 
people — can  be  addressed  effectively  and  efficiently  only  through  the  regulation  of  all 
cigarettes  and  smokeless  tobacco  as*a  group. 

There  is  ample  precedent  to  support  FDA  regulation  of  essentially  identical 
products  as  a  group,  rather  than  setting  criteria  or  restrictions  on  a  product-by-product  or 
manufacturer-by-manufacturer  basis.  For  example,  in  administering  the  Act’s  device 
provisions,  the  Agency  traditionally  classifies  at  one  time  all  products  that  are  sufficiently 
similar  that  they  can  be  considered  the  same  type  of  device  for  purposes  of  applying  the 
Act’s  regulatory  controls.  See  21  CFR  860.3(i)  (definition  of  “generic  type  of  device”). 

In  making  these  device  classification  decisions,  the  Agency  relies  on  the  cumulative 
evidoice  from  several  manufacturers.  Further,  reclassirication  of  one  produa  of  a 
particular  type  results  in  the  reclassification  of  the  entire  group.  See  Proposed  Rule: 

Medical  Devices  Classification  Procedures,  42  FR  46028  (Sep.  13, 1977);  see  also  Final 
Rule:  Medical  Devices  aassification  Procedures,  43  FR  32988  (Jul.  28, 1978).  Thus, 

FDA  applies  the  same  regulatory  requirements  to  all  devices  within  an  identified  device 

As  discussed  in  sectkm  ILE.Z,  above,  however,  die  implied  claims  in  tobacco  manufacturers’ 
promotitmal  materials  provide  further  support  fcv  the  Agency’s  conclusitm. 
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type.  This  approach  is  necessary  to  provide  similar  regulatory  treatment  for  essentially 
identical  products  of  different  manufacturers  and  distributors.  See  42  FR  46031;  43  FR 
32989.  Proceeding  otherwise  would  require  FDA  to  classify  individually  each 
manufaaurer’s  device  and  to  undertake  the  classification  process  whenever  a  new 
manufacturer  marketed  a  product  within  an  existing  category  of  devices.  Because 
cigarettes  and  smokeless  tobacco  affect  the  structure  and  function  of  the  body  and  are 
devices  under  the  Act,  it  is  consistent  with  the  Agency’s  approach  to  device  classification 
to  determine  the  intended  use  of  all  cigarettes  and  smokeless  tobacco. 

Similarly,  the  Agency  limits  the  use  of  certain  potentially  dangerous  ingredients  in 
drug  products  by  establishing  uniform  standards  rather  than  manufaaurer-specific 
restrictions.  See,  e.g.,  21  CFR  310.506  (1974  action  restricting  use  of  vinyl  chloride);  21 
CFR  310.507  (1977  action  restricting  use  of  trichloroethane  in  aerosol  products);  21 
CFR  310.508  (1975  action  restricting  use  of  halogenated  salicylanilides);  21  CFR  310.513 
(1976  action  restricting  use  of  chloroform  in  drug  products). 

Regulating  the  products  of  some  cigarette  and  smokeless  tobacco  manufacturers 
while  allowing  others  to  be  marketed  without  the  restrictions  that  FDA  has  determined  are 
necessary  would  frustrate  important  public  health  goals.  For  example,  the  goal  of 
reducing  tobacco  use  among  young  people  would  be  severely  compromised  if  one  tobacco 
company  could  continue  advertising  in  the  maimer  limited  by  the  r^ulations.  Similarly,  it 
would  be  anomalous  to  prohibit  some  manufacturers,  but  not  others,  from  filling  vending 
machines  with  cigarettes  in  facilities  accessible  to  persons  under  the  age  of  18. 

Furthermore,  if  FDA  proceeded  against  some  but  not  all  manufacturers,  the  result  would 
be  inequitable  because  some  companies  would  be  subject  to  FDA  regulation  while  their 
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competitors  remain  unregulated.  The  Supreme  Court  has  recognized  that  proceeding 

against  similar  products  one  at  a  time  can  result  in  “great  inequities - [because] 

competitors  selling  drugs  in  the  same  category  would  go  scot-free  until  the  tedious  and 
laborious  procedures  of  litigation  reached  them.”  Weinberger  v.  Hynson,  Westcott  and 
Dunning,  Inc.,  412  U.S.  609, 626  (1973). 

One  comment  cites  a  statement  ift  Action  on  Smoking  and  Health  v.  Harris  (ASH), 

655  F.2d  236, 242  n.lO  (D.C.  Cir.  1980),  that  “[t]he  vety  structure  of  the  Act . . .  calls  for 
case-by-case  analysis,”  and  argues  that  the  statement  supports  its  argument  that  the 
Agency  must  make  jurisdictional  determinations  on  a  product-by-produa  or  brand-by- 
brand  basis.  This  statement  in  ASH,  however,  was  made  in  the  context  of  a  discussion  of 
the  Agency’s  freedom  to  revise  its  interpretation  of  its  jurisdiction  without  constraint  by 
long-standing  interpretations.  In  ASH,  the  court  found  that  FDA’s  decision  to  deny  a 
citizen’s  petition  requesting  that  the  Agency  exercise  jurisdiction  over  cigarettes  was  not 
arbitrary,  capricious,  or  contrary  to  law.  Id.  at  241,  243.  The  court  niade  clear,  however, 
that  the  Agency  decision  reviewed  in  the  ASH  case  would  not  prevent  FDA  from  revising 
its  interpretation  if  new  evidence  became  known.  Id.  at  242  n.l0.  New  evidence  would 
present  a  new  “case”  to  the  Agency  that  would  appropriately  be  analyzed  on  its  own 
merits."^’  The  statement  in  ASH  therefore  does  not  stand  for  the  proposition  that  the 
Agency  must  make  jurisdictional  determinations  on  a  manufacturer-  or  brand-specific 
basis. 


See  section  IV.,  below,  fcM*  a  detailed  discussion  of  why  new  evidence  justifies  the  Agency’s  diange  in 
position  cm  the  applicaticm  fc»r  the  Aa  to  tobacco  products. 
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Moreover,  although  it  is  true  that  the  Agency  often  conducts  product-by-product 
analyses  of  its  jurisdiction  under  the  Act,  it  is  by  no  means  clear  that  a  “product”  is 
equivalent  to  a  “brand”  or  a  “manufacturer”  in  this  instance,  given  that  different  brands  of 
cigarettes,  snuff,  and  chewing  tobacco  are,  respectively,  virtually  identical  in  content,  size, 
shape,  and  packaging  and  are  marketed  in  a  closely  similar  manner. 

Here,  the  Agency  has  elected  to  assert  regulatory  authority  over  cigarettes  and 
smokeless  tobacco  by  issuing  regulations,  rather  than  by  undertaking  enforcement  actions 
against  particular  brands  or  manufacturers,  and  litigating,  on  a  case-by-case  basis,  the 
status  of  each  product.  This  approach  is  authorized  by  the  Act.  See  section  701(a)  of  the 
Act,  21  U.S.C.  371(a)  (providing  “[ajuthority  to  promulgate  regulations  for  the  efficient 
enforcement  of  [the]  Act”);  see  also  Hynson^  412  U.S.  at  624-625  (noting  that,  although 
regulatory  agencies  “usually  proceed[]  on  a  case-by-case  basis,  giving  each  [party]  subject 
to  regulation  separate  hearings. . . .  [t]here  is  not  always  a  constitutional  reason  why  that 
must  be  done”).  The  Agency  concludes  that  the  approach  it  has  adopted  here  has 
provided  the  manufaaurers  with  ample  opportunity  to  raise  the  numerous  issues  and 
concerns  they  share,  as  reflected  in  the  voluminous  consolidated  comments  submitted  by 
both  the  cigarette  and  smokeless  tobacco  industries,  as  well  as  to  raise  evidentiary  and 
other  issues  specific  to  individual  manufacturers.  The  Agency  further  concludes  that  this 
approach  is  the  one  that  most  effectively  serves  the  public  health  concerns  the  final  rule 
seeks  to  address. 

In  support  of  the  argument  that  the  Agency  is  required  to  have  evidence  specific  to 
each  manufacturer,  the  comments  cite  cases  that  involved  instances  in  which  the  evidence 
of  intended  use  consisted  only  of  labeling  and  promotional  materials  containing  express 
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claims.  These  cases  support  the  principle  that  a  connection  must  exist  between  a 
manufacturer’s  product  and  the  representations  in  labeling  and  promotional  materials  for 
such  evidence  to  support  a  finding  that  the  product  is  “intended”  to  be  a  drug  or  a  device, 

^  for  example,  evidence  that  consumers  rely  on  these  representations.  See,  e.g..  United 
States  V.  Articles  of  Drug  for  Veterinary  Use,  50  F.3d  497, 500-501  (8th  Cir.  1995); 

United  States  v.  Pro-Ag,  Inc.,  796  F.  Supp.  1219, 1226-1229  (D.  Minn.  1991);  Estee 
Lauder,  Inc.  v.  FDA,  111  F.  Supp.  1, 2-3  (D.D.C.  1989).  Estee  Lauder,  for  instance, 
involved  traditional  skin  cream  ingredients  that  by  themselves  were  “cosmetics”  but  not 
“drugs”  within  the  meaning  of  the  Act.  727  F.  Supp.  at  3.  The  only  evidence  that  made 
the  products  “drugs”  was  the  manufacturer’s  anti-aging  claims  in  the  labeling.  Id.  In  such 
a  case,  there  would  not  be  a  basis  to  attribute  Estee  Lauder’s  drug  claims  to  another 
manufacturer’s  skin  cream  whose  labeling  contained  no  drug  claims.  Evidence  regarding 
drug  claims  in  the  labeling  of  a  specific  product  is  generally  appropriately  limited  to  the 
manufacturer  that  created  or  adopted  the  labeling  and  the  produa  that  accompanies 
the  labeling. 

These  cases  do  not,  however,  support  the  argument  that  the  Agency  is  required  to 
have  manufacturer-specific  evidence  when  evidence  other  than  labeling  and  promotional 
materials  is  used  to  determine  intended  use."^  As  a  result,  the  cases  are  not  controlling 
here  because  the  evidence  of  the  intended  use  of  tobacco  products  is  not  based  on  express 

Ok  comment  also  dies  Hanson  v.  United  States,  417  F.  Siqip.  30  (D.  Minn  1976),  aff’d  per  curium, 

540  F.2d  947  (8th  Cir.  1976).  In  Hanson,  the  court  explained  that  “the  ‘intended  use’  of  a  product ...  is 
^termined  firom  its  label,  accompanying  labeling,  promotional  claims,  advertising,  and  any  other 
relevant  source."  Id.  at  35  (emphasis  added).  The  comment  omitted  the  italicized  language.  Not  only 
does  the  case  not  support  the  proposition  for  which  it  is  cited,  but  the  question  of  whether  “intended  use’’ 
detenninations  must  be  made  on  a  iNX>duct-by-product  basis  was  not  before  the  court 
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claims  in  labeling  and  promotional  materials  but  on  evidence  that  applies  to  all 
manufacturers  of  cigarettes  and  smokeless  tobacco. 

In  the  case  of  tobacco  products,  the  evidence  of  intended  use  is  far  broader  than 
labeling  for  specific  products.  The  evidence  regarding  the  foreseeable  pharmacological 
effects  and  uses  of  cigarettes  and  smokeless  tobacco  and  the  actual  consumer  use  of 
cigarettes  and  smokeless  tobacco  for  pharmacological  effects  described  in  sections  EL.  A. 

I 

and  II.B.,  above,  applies  equally  to  all  of  the  manufacturers  and  is  sufficient  to  establish 
that  each  individual  product  is  “intended  to  affect  the  structure  or  any  function  of  the 
body,”  regardless  of  the  identity  of  the  manufacturer.  The  evidence  concerning  the 
statements,  actions,  research,  and  knowledge  of  the  manufacturers  also  supports  such  a 
determination.  As  discussed  in  sections  ILC.  and  n.D„  above,  this  evidence  shows  that 
tobacco  manufacturers  conducted  similar  research  into  nicotine  pharmacology;  engaged  in 
similar  product  research  and  development;  use  similar  methods  to  manipulate  and  control 
nicotine  deliveries  in  commercial  products;  and  jointly  belong  to  associations  that  have 
conducted  further  research  into  nicotine  pharmacology.  The  evidence  thus  shows  both  a 
widespread  understanding  within  the  industry  of  the  pharmacological  effects  and  uses  of 
cigarettes  and  smokeless  tobacco  and  widespread  design  of  these  products  to  provide 
pharmacologically  active  doses  of  nicotine. 

For  all  of  these  reasons,  it  is  reasonable  and  consistent  with  the  public  health 
protection  goals  of  the  Act  generally  and  of  the  tobacco  regulations  specifically  to 
attribute  evidence  from  all  relevant  sources — the  foreseeability  of  the  pharmacological 
effects  of  nicotine  for  which  consumers  use  cigarettes  and  smokeless  tobacco,  the  actual 
consumer  use  of  these  products  for  these  effects,  the  industry’s  widespread  knowledge  of 
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nicotine’s  pharmacological  effects  and  uses,  and  the  industry’s  widespread  manipulation 
and  control  of  nicotine — to  all  manufacturers  of  cigarettes  and  smokeless  tobacco.* 

2.  Tobacco  industry  comments  argue  that  some  of  the  statements,  research, 
and  actions  attributed  to  particular  manufacturers  are  not  relevant  to  intended  use  because 
they  are  not  contemporaneous  with  the  sale  of  currently  maiketed  products.  The  Agency 
disagrees  with  these  comments.  One  industry  comment  cites  cases  involving  products 


The  Agency  has  also  determined  that  processed  loose  cigarette  tobacco,  which  is  used  by  smokers  who 
toll  their  own  cigarettes,  is  subject  to  FDA  jurisdiction.  One  comment  contends  that  the  use  of  “roU-your- 
own”  cigarette  tobacco  is  ‘fundamentally  different  from  other  tobacco  products.”  Consolidated  comment 
of  die  “Roll-Your-Own”  cigarette  tobacco  manufacturers  (Brown  &  Williamson  Tobacco  Corp.,  Robert 
Burton  Associates,  Consolidated  Cigar  Corporation,  Douwe  Egberts  Van  Nelle  Inc.,  House  of  Windsor, 
Inc.,  Lane  Limited,  and  Rq>ublic  Tobacco,  L.P.)  (Jan.  2, 1996),  at  1 1.  See  AR  (Vol.  702  Ref.  1578).  The 
Agracy  disagrees.  Processed  loose  cigarette  tobacco  is  a  cigarette  that  has  not  yet  been  assembled.  Roll- 
your-own  cigarettes  contain  tobacco  and  are  smoked.  Like  the  tobacco  used  in  manufactured  cigarettes, 
loose  tobacco  contains  {diarmacoiogically  active  doses  of  nicotine.  And,  like  the  tobacco  incorporated  into 
commercially  manufactured  cigarettes,  loose  tobacco  is  not  simply  raw  leaves  as  they  are  picked  from 
plants  in  the  field.  Rather,  this  tobacco  has  been  cured  and  treated  with  many  chemicals,  and  had  its 
moisture  content  controlled.  Consumes  obtain  separately  the  components  of  a  cigarette  (e.g.,  processed 
loose  tobacco  and  spedal  cigarette  papers)  and  then  use  those  components  to  assemble  their  own 
cigarettes.  While  these  homemade  [Hoducts  are  more  crudely  manufactured  than  those  produced  by 
cigarette  companies,  they  have  the  same  effea — the  smoke  from  these  products  is  inhaled,  and  the 
products  delivo-  nicotine,  a  drug,  fOT  inhalation  by  the  lungs  and  absorption  into  the  brain.  Loose  tobacco 
thus  has  foreseeable  and  actual  pharmacological  effects  and  uses  parallel  to  manufactured  cigarettes,  and 
therefore  is  “int»ided  to  afrea  die  structure  (m*  any  functicm  of  the  body”  within  the  meaning  of  the  Act 
Further,  (me  of  the  manufactures  of  “roll  your  own”  cigarette  tobacco,  Brown  &  Williamson,  is  also  a 
manufacturer  of  cigarettes  (as  well  as  a  manufacturer  of  smokeless  tobacco).  Evidence  concerning  Brown 
&  Williamson’s  statements,  research,  and  actions,  partitmlarly  its  knowledge  that  consumes  use  tobacco 
products  frm  pharmacological  purposes,  is  distnssed  in  section  1I.C,  above.  Because  a  “roll  your  own” 
cigarette  is  fundamentally  the  same  pxxluct  as  a  commercially  manufactured  cigarette,  the  evidence 
discussed  in  secticm  I1.C.,  above,  is  also  relevant  to  the  manufacturers’  intent  in  pnxlucing  and  selling 
“roll  your  own”  cigarette  tobacco,  and  is  furtho-  evidmce  that  processed  Itxise  tobacco  is  subject  to  FDA 
jurisdiction. 

In  addition  to  the  factual  and  legal  arguments  supporting  the  Agency’s  assertion  of  jurisdiction  over 
processed  l(X)se  cigarette  tobacco,  public  health  concerns  also  suppcat  including  processed  l(X)se  cigarette 
tobacco  in  this  proceeding.  A  “roll-your-own”  cigarette  poses  the  same  risks  as  a  commercially 
manufactureied  cigarette.  The  Agency’s  regulations  include  restrictions  cm  the  access  of  persons  younger 
than  18  years  of  age  to  these  prcxiucts.  As  discussed  in  section  I1I.E.  of  the  Final  Rule,  the  public  health 
goals  of  the  Agency’s  regulations  would  be  thwarted  if  the  regulaticms  were  limited  to  manufactured 
cigarettes  and  smc^celess  tobacco.  To  exclude  processed  l(X)se  tobacco  would  provide  a  simple  and  obvious 
way  to  avoid  the  restrictions  in  the  regulatioiL  If  such  an  exception  existed,  cigarettes  could  be  packaged 
and  sold  in  such  a  way  as  to  be  considered  “roll-your-own”  prcxiucts,  and  young  persons  would  have 
access  to  addi<uive  tobacco  products,  thereby  undermining  the  purpose  of  the  Final  Rule. 
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whose  labeling  expressly  promoted  the  products  as  having  therapeutic  value  in  treating 
certain  diseases  or  as  affecting  the  structure  or  function  of  the  body.  See  United  States  v. 

Pro-Ag,  Inc.,  796  F.  Supp.  1219  (D.  Minn.  1991),  aff*d,  968  F.2d  681  (8th  Cir.  1992); 

United  States  v.  Neptone,  No.  C-83-0864  EFL,  CCH  ?  38,240  (N.D.  C!al.  Oct.  25, 1983); 

United  States  v.  Various  Quantities . . .  “Instant  Alberty  Food,''  83  F.  Supp.  882  (D.D.C. 

1949).  In  these  cases,  however,  promotional  claims  made  to  consumers  were  the  sole 
basis  for  establishing  intended  use.  As  a  result,  the  courts  found  that  labeling  and  other 
promotional  material  must  ordinarily  accompany  the  product  and  be  relied  on  by 
consumers  purchasing  the  products.  These  cases  are  not  controlling,  however,  where  the 
product  has  widely  recognized  pharmacological  effects  and  uses  and  the  government  is 
relying  on  evidence  from  other  sources — such  as  evidence  of  the  known  and  foreseeable 
pharmacological  effects  and  uses  and  actual  consumer  use  of  the  product,  and  the 
statements,  research,  and  actions  of  the  manufacturers  that  demonstrate  their  intention  to 
facilitate  the  product’s  pharmacological  effects. 

Unlike  labeling,  which  is  usually  evidence  of  a  manufaaurer’s  current  express 
claims  for  a  product,"^^  the  internal  documents  remain  relevant  because  they  evidence  an 
actual  intent  to  affea  the  struaure  or  function  of  the  body  that  has  not  been  refuted  by 
more  current  actions.  Indeed,  the  court  in  Alberty  Food,  a  case  cited  by  the  comments, 
recognized  that  the  mere  fact  that  a  manufacturer  or  shipper  stops  producing  and 


In  certain  circumstances,  such  as  where  consumers  continue  to  rely  on  previous  claims  or  where 
discontinued  labeling  shows  a  “continuity  of  purpose”  to  sell  a  product  as  a  drug,  old  labeling  can 
establish  intended  use.  See,  e.g..  United  States  v.  Nutrition  Service.  Inc.,  227  F.  Supp.  375, 386-387 
(W.D.  Pa.  1964);  United  States  v.  789  Cases . . .  Latex  Surgeons’  Gloves,  799  F.  Supp.  1275,  1285 
(D.P.R.  1992),  ajfd,  347  F.2d  233  (3d  Cir.  1965).  ' 
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distributing  literature  that  renders  a  drug  misbranded  is  not  an  unconditional  defense  to  a 
charge  that  the  manufacturer  or  shipper  intended  to  misbrand  drugs  subject  to  an 
enforcement  action: 

[i]t  is  only  to  the  extent  that  the  abandonment  of  such  dissemination 
creates  an  inference  that  the  shipper  did  not  intend,  when  it  shipped 
the  drugs  in  interstate  commerce,  that  they  be  used  for  the 
treatment  of  the  diseases  named  on  the  booklets,  that  the 
abandonment  can  be  said  to  be  an  effective  defense.  The 
government  might  introduce  evidence  to  show  that, 
notwithstanding  such  abandonment,  it  was  still  the  intention 
of  the  shipper  that  the  drugs  be  used  for  the  treatment 
of  the  diseases ... 

83  F.  Supp.  at  887  (emphasis  added). 

The  court’s  analysis  is  pertinent  here.  The  record  establishes  that  the 
manufacturers  have  not  “abandoned”  the  design,  manufacturing,  and  marketing  practices 
discussed  in  the  internal  documents.  To  the  contrary,  the  products  continue  to  be 
marketed  and  sold  in  virtually  the  same  manner  and  form  as  they  were  when  those 
documents  were  produced.  See  section  II.C.2.e.,  above.  Thus,  the  record  here  supports 
the  Agency’s  conclusion  that  the  internal  documents  remain  a  relevant  source  of  evidence 
of  intended  use. 
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G.  CONSIDERED  CUMULATIVELY,  THE  EVIDENCE 

OVERWHELMINGLY  DEMONSTRATES  THAT  CIGARETTES 
AND  SMOKELESS  TOBACCO  ARE  INTENDED  TO  AFFECT 
THE  STRUCTURE  AND  FUNCTION  OF  THE  BODY 

As  discussed  in  sections  ILA.-F.,  the  evidence  in  the  record  provides  several 
independent  bases  for  the  Agency’s  determination  that  cigarettes  and  smokeless  tobacco 
are  intended  to  affect  the  structure  and  function  of  the  body.  Independently,  the  evidence 
in  each  of  these  distinct  categories  of  evidence  is  a  sufficient  basis  for  the  Agency’s 
conclusion  that  the  manufacturers  of  cigarettes  and  smokeless  tobacco  “intend”  their 
products  to  affect  the  structure  and  function  of  the  body. 

In  reaching  a  final  determination  of  the  intended  use  of  cigarettes  and  smokeless 
tobacco,  it  is  also  appropriate  for  the  Agency  to  consider  the  objective  evidence  of 
intended  use  as  a  whole.  Considered  together,  the  evidence  in  each  of  the  different 
categories  of  evidence  before  the  Agency — the  evidence  of  the  foreseeable 
pharmacological  effects  and  uses  of  cigarettes  and  smokeless  tobacco;  the  evidence  of  the 
actual  consumer  use  of  cigarettes  and  smokeless  tobacco  for  pharmacological  purposes; 
and  the  evidence  of  the  manufacturers’  intent  as  revealed  through  the  manufaaurers* 
statements,  research,  and  actions  are  highly  consistent  and  support  the  same  conclusion: 
cigarettes  and  smokeless  tobacco  are  intended  to  affect  the  structure  and  fimction  of  the 
body.  When  viewed  from  the  perspective  of  what  a  reasonable  manufacturer  would 
foresee,  how  consumers  actually  use  the  products,  or  what  is  revealed  in  internal  company 
documents,  the  evidence  in  the  record  demonstrates  that  cigarettes  and  smokeless  tobacco 
have  intended  pharmacological  effects  and  uses.  This  convergence  of  independent 
categories  of  evidence  is  highly  probative.  Taken  as  a  whole,  therefore,  the  evidence  in 
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the  record  convincingly  establishes  that  cigarettes  and  smokeless  tobacco  are  “intended” 
to  affect  the  structure  and  function  of  the  body  within  the  messing  of -the  Aa. 
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III. 

HL  CIGARETTES  AND  SMOKELESS  TOBACCO  ARE  COMBINATION 

PRODUCTS  CONSISTING  OF  “DRUG”  AND  “DEVICE”  COMPONENTS 

As  discussed  in  sections  L  and  H.,  above,  the  Agency  has  determined  that  (1) 
cigarettes  and  smokeless  tobacco  “affect  the  structure  or  any  function  of  the  body,”  and 
(2)  these  effects  on  the  structure  and  function  of  the  body  are  “intended”  by  the 
manufacturers.  These  two  determinations  establish  that  cigarettes  and  smokeless  tobacco 
are  subject  to  FDA  jurisdiction  under  the  Federal  Food,  Drug,  and  Cosmetic  Act  (the 
Act).  This  section  explains  the  basis  for  the  Agency’s  conclusion  that  cigarettes  and 
smokeless  tobacco  are  “combination  products”  consisting  of  a  “drug,”  nicotine,  and 
“device”  components  that  deliver  nicotine  to  the  body. 

Under  the  Act,  a  product  that  is  intended  to  affect  the  structure  or  function  of  the 
body  can  be  a  “drug”  under  section  201(gXlXC)  or  a  “device”  under  section  201(hX3). 

The  principal  difference  between  a  “drug”  and  a  “device”  is  that  a  device  is  “an 
instrument,  apparatus,  implement,  machine,  contrivance,  implant,  in  vitro  reagent,  or  other 
similar  or  related  article”  that  “does  not  achieve  its  primary  intended  purposes  through 
chemical  action  within  or  on  the  body . . .  and ...  is  not  dependent  upon  being 
metabolized  for  the  achievement  of  its  primary  intended  purposes.”  Section  201(hX3). 

Since  the  enactment  of  the  Safe  Medical  Devices  Act  of  1990,  certain  products  that  are 
intended  to  affect  the  structure  or  function  of  the  body  can  also  be  regulated  as  a 
“combination  product,”  consisting  of  a  drug  and  a  device.  Section  503(gXl),  21  U.S.C. 

353(g)(1).  A  combination  product  is  a  product  composed  of  two  regulated  components, 
such  as  a  drug  and  a  device,  that  “are  physically,  chemically,  or  otherwise  combined  or 
mixed  and  produced  as  a  single  entity.”  21  CFR  3.2(eXl).  Examples  of  combination 
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products  include  drug  delivery  systems  such  as  nebulizers,  transdermal  patches,  and 
prefilled  syringes,  as  well  as  prefilled  intravenous  infusion  pumps. 

In  the  Jurisdictional  Analysis,  the  Agency  set  forth  its  current  view  that  cigarettes 
and  smokeless  tobacco  products  are  combination  products  under  the  Act.  The  Agency 
explained  that  ‘TOA  considers  device-like  products,  such  as  instruments,  implements, 
machines,  contrivances,  implants,  or  other  similar  or  related  articles . . . ,  whose  primary 
purpose  is  delivery  of  a  drug,  and  that  are  distributed  with  a  drug  product,  to  be  drug 
delivery  systems.”  60  FR  41521.  The  Agency  concluded,  based  on  the  evidence  then 
available  to  it,  that: 

Cigarettes  and  smokeless  tobacco  function  in  a  similar  manner  in  that  they 
contain  a  drug,  nicotine;  are  used  to  deliver  that  drug  to  the  site  at  which 
the  drug  will  be  absorbed  into  the  body,  the  mouth  or  lungs;  and  after  the 
drug  has  been  delivered,  the  delivery  system,  the  cigarette  butt  or 
smokeless  tobacco  material,  depleted  of  nicotine,  remains  and  must  be 
disposed  of.  Only  the  nicotine  delivered  by  these  products  achieves  its 
primary  intended  purpose  by  chemical  aaion  in  or  on  the  body. 

60  FR  41521-41522.  With  respect  to  cigarettes,  the  Agency  further  explained  that 

The  primary  purpose  of  parts  of  the  cigarette ...  is  to  effectuate  the 
delivery  of  a  carefully  controlled  amount  of  nicotine  to  a  site  in  the  human 
body  where  it  can  be  absorbed.  The  drug,  nicotine,  is  generally  contained  • 
within  the  treated  rolled  tobacco.  The  delivery  system,  the  nicotine- 
containing  cigarette,  must  be  lit  to  have  its  intended  effect  on  the  structure 
or  function  of  the  body^  and,  once  lit  and  used,  is  discarded.  When  lit,  the 
cigarette  produces  nicotine-containing  smoke,  which  is  inhaled  by  the 
consumer  and  when  absorbed  into  the  lungs,  yields  on  average 
approximately  1 .0  mg  of  nicotine. 

60  FR  41522.  With  respect  to  smokeless  tobacco,  the  Agency  further  explained  that 

Smokeless  tobacco  products  function  like  infusion  devices  or  transdermal 
patches  that  deliver  continuous  amounts  of  nicotine  to  the  cheek  tissue  for 


Intercrater  Agreement  between  die  Center  for  Drug  Evaluation  and  Research  and  the  Centra  for 
Devices  and  Radiological  Health  (OcL  31, 1991),  at  6.  See  AR  (VoL  30  Ref.  289). 


550 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45207 


11I.A. 

I 

absorption  into  the  bloodstream.  The  device  element  of  smokeless 
products  is  the  tobacco,  which  contains  the  nicotine  but  is  not  intended  to 
be  consumed.  Instead,  in  normal  use,  ^ost  of  the  tobacco  in  the  product  is 
not  absorbed  by  the  user  and  is  removed  from  the  mouth  after  absorption 
of  the  nicotine  through  the  cheek  tissue. 

The  primary  purpose  of  the  tobacco  is  to  provide  a  palpable  vehicle 
that  allows  nicotine  to  be  extracted  from  the  tobacco  by  the  user’s  saliva  so 
that  it  may  be  absorbed  into  the  body. 

60  FR  41522-41523. 

After  carefully  considering  the  evidence  in  the  administrative  record  and  the 
conunents  received,  the  Agency  reaffirms  these  findings  and  concludes  that  cigarettes  and 
smokeless  tobacco  are  combination  products  that  contain  a  “dmg”  and  a  “device.” 

A.  NICOTINE  IN  CIGARETTES  AND  SMOKELESS  TOBACCO 
IS  A  DRUG 

For  the  reasons  set  forth  in  sections  I.  and  H.,  above,  the  Agency  concludes  that 
the  nicotine  in  cigarettes  and  smokeless  tobacco  is  a  “drug”  under  section  201(gXlXC). 
The  nicotine  in  these  products  “affect[s]  the  structure  or  any  function  of  the  body”  by 
sustaining  addiction,  by  producing  other  important  pharmacological  effects  on  the  central 
nervous  system,  including  tranquilizing  and  stimulant  effects,  and  by  controlling  weight. 
See  section  I.,  above.  These  effects  of  the  nicotine  in  cigarettes  and  smokeless  tobacco 
are  “intended”  by  the  manufacturers.  See  section  H.,  above.  Therefore,  the  nicotine  in 
cigarettes  and  smokeless  tobacco  meets  the  statutory  definition  of  a  “drug”  under  section 
201(gXlXC). 
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B.  CIGARETTES  AND  SMOKELESS  TOBACCO  CONTAIN 

DELIVERY  DEVICES  AND  ARE  COMBINATION  PRODUCTS 
UNDER  THE  ACT 

Cigarettes  and  smokeless  tobacco  are  not  simply  packaged  nicotine.  As  discussed 
below,  the  rest  of  the  cigarette  or  smokeless  tobacco  product  includes  a  delivery  device 
that  delivers  a  controlled  amount  of  nicotine  to  the  body.  This  combination  of  the  drug 
nicotine  and  a  delivery  device  makes  these  products  “combination  products.” 

Under  the  Act,  a  device  is: 

an  instrument,  apparatus,  implement,  machine,  contrivance,  implant,  in 
vitro  reagent,  or  other  similar  or  related  article,  including  any  component, 
part,  or  accessory,  which  is  . . .  intended  to  affect  the  struaure  or  any 
function  of  the  body  of  man . . .  and  which  does  not  achieve  its  primary 
intended  purposes  through  chemical  action  within  or  on  the  body  of  man 
. . .  and  which  is  not  dependent  upon  being  metabolized  for  the 
achievement  of  its  primary  intended  purposes. 

Section  201(hX3).  This  definition  was  intended  to  bring  within  the  reach  of  the  statute 

articles  that  are  intended  to  affea  the  structure  or  function  of  the  body,  but  are  physically 

distinguishable  from  drugs,  which  in  general  are  substances  in  liquid,  powder,  or  other 

drug  dosage  form  that  are  ingested,  injected,  rubbed,  or  otherwise  absorbed  into  the  body. 

The  definition  establishes  a  four-part  test  for  a  device.  First,  the  article  must  be  “an 

instrument,  apparatus,  implement,  machine,  contrivance,  implant,  in  vitro  reagent,  or  other 

similar  or  related  article.”  Second,  the  article  must  be  “intended  to  affect  the  structure  or 

any  function  of  the  body.”  Third,  the  article  must  not  “achieve  its  primary  intended 

purposes  through  chemical  action  within  or  on  the  body  of  man.”  And  fourth,  the  article 

must  not  be  “dependent  upon  being  metabolized  for  the  achievement  of  its  primary 

intended  purposes.”  Both  cigarettes  and  smokeless  tobacco  contain  a  delivery  device  that 

meets  these  four  criteria. 
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1.  Cigarettes  Are  Combination  Products 

By  weight,  the  drug  nicotine  is  only  a  small  part  of  a  cigarette."'*^  First,  the 
cigarette  also  has  components  that  together  constitute  an  “instrument,  implement, . 
contrivance  or  similar  or  related  article”  under  the  Act.  As  a  cigarette  manufacturer  has 
acknowledged,  cigarettes  are  “a  highly  engineered  product.”"^*  They  have  components 
that  have  been  carefully  designed  to  deliver  controlled,  pharmacologically  active  doses  of 
nicotine  to  the  smoker,  including  the  tobacco  blend,  the  filter,  and  the  ventilation  system. 
See  section  II.C.4.,  above.  Collectively,  the  drug  delivery  components  of  cigarettes  are  an 
instrument,  implement,  contrivance,  or  similar  article  that  is  designed  to  release  a  nicotine- 
containing  aerosol,  i.e.,  the  tobacco  smoke,  that,  upon  combustion  outside  the  body,  is 
inhaled  by  the  smoker  and  serves  as  the  vehicle  for  nicotine  delivery. 

Second,  consistent  with  sectimi  201(h)(3)  of  the  Act,  the  device  components  of 
cigarettes  are  “intended  to  affect  the  structure  or  any  function  of  the  body.”  Cigarettes  are 
“intended”  to  deliver  nicotine  to  the  body.  See  Section  H,  above.  The  nicotine  delivered 
by  the  device  components  of  cigarettes  “affect[sl  the  structure  or  any  function  of  the 
body.”  See  Section  I,  above.  The  device  components  of  cigarettes  are  thus  designed  to 
achieve  the  specific  purpose  of  affecting  the  structure  and  function  of  the  body  by 
delivering  a  controlled  amount  of  nicotine  to  the  body. 


Regulation  of  Tobacco  Products  (Part  3):  Hearings  before  the  Subcommittee  on  Health  and  the 
Environment,  House  Energy  and  Commerce  Committee,  U.S.  House  of  Representatives,  103d  Cong., 
2d  Sess.  173  (Jun.  23,  1994).  See  AR  (Vol.  709  Ref.  3). 

Response  of  R.J.  Reynolds  Tobacco  Company,  Appendix  D,  FDA  Docket  No.  94P-0069  (Nov.  2, 
1994),  at  78.  See  AR  (Vol.  447  Ref.  7640). 
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Third,  as  required  by  the  statutory  definition,  the  device  components  do  not 
achieve  their  delivery  purpose  through  “chemical  action  within  or  on  the  body.”  Although 
the  nicotine  delivered  by  cigarettes  achieves  its  primary  intended  purpose  through  a  series 
of  chemical  actions  inside  the  body,  the  device  components  do  not  rely  on  chemical 
actions  within  or  on  the  body  to  achieve  their  drug  delivery  purpose.  Rather,  the  device 
components  of  cigarettes  achieve  their  primary  purpose  by  delivering  nicotine  to  the  body 
in  an  aerosol  form.  TTiis  nicotine-containing  aerosol  is  produced  by  combustion  outside 
the  body — ^not  by  chemical  actions  within  or  on  the  body. 

Fourth,  as  required  by  the  statutory  definition,  the  device  components  in  cigarettes 
are  not  “dependent  upon  being  metabolized”  to  achieve  their  primary  intended  purpose. 
Metabolism  is  “the  conversion  of  one  chemical  species  to  another.”"^  To  be 
metabolized,  most  substances  must  first  be  ingested  or  absorbed  into  the  body,  where 
metabolism  occurs  after  the  substance  reaches  the  gastrointestinal  tract  (the  liver)  or  the 
systemic  circulation.**'^^  In  the  case  of  cigarettes,  the  nicotine  delivered  by  a  cigarette  is 
inhaled  and  delivered  to  the  bloodstream  where  it  can  achieve  its  intended  purpose,  before 
any  metabolism  takes  place.  Thus,  the  device  components  achieve  their  primary  intended 
purpose  without  being  metabolized. 

Cigarettes  are  similar  to  other  articles  that  are  routinely  regarded  as  combination 
products  containing  both  a  dmg  and  a  drug  delivery  instrument,  apparatus,  machine, 
contrivance,  or  similar  or  related  article  under  the  Act.  In  1991,  the  Agency’s  Center  for 

Rowland  M,  Thomas  TN,  Clinical  Pharmacokinetics:  Concepts  and  Applications  (Baltimore: 
Williams  &  Wilkins,  1995, 3d  ed.),  at  15.  See  AR  (VoL  71 1  Ref.  49). 

atl4. 
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Drug  Evaluation  and  Research  and  the  Agency’s  Center  for  Devices  and  Radiological 
Health  reached  an  intercenter  agreement  delineating  the  types  of  products  that  would  be 
considered  to  have  drug  and  device  components.  Under  this  agreement,  an  article  “with 
[the]  primary  purpose  of  delivering  or  aiding  in  the  delivery  of  a  drug  and  distributed 
containing  a  drug  (i.e.,  ‘pre-filled  delivery  system’)”  is  regarded  as  a  combination  product 
with  drug  and  device  components."'^  The  intercenter  agreement  specifically  lists 
nebulizers,  transdermal  patches,  and  pre- filled  syringes  as  example^  of  “pre-filled  delivery 
systems.”"^’  Prefilled  intravenous  infusion  pumps,  which  are  used  to  deliver  drugs  to 
patients  intravenously,  are  another  example.  Cigarettes  are  comparable  to  these  articles. 

Nebulizers  and  metered  dose  inhalers  are  products  filled  with  a  dmg  used  by  persons  with 
asthma  to  relieve  constricted  airways.  Like  nebulizers  and  metered  dose  inhalers, 
cigarettes  contain  an  instrument,  implement,  contrivance,  or  similar  or  related  article  for 
converting  a  drug  into  an  aerosolized  form  for  inhalation.  Cigarettes  are  also  similar  to 
prefilled  intravenous  infusion  pumps,  in  that  drug  delivery  components  of  both  deliver  the 
drug  to  the  body  for  absorption,  after  which  the  device  components  are  discarded  or 
destroyed. 

The  internal  tobacco  company  documents  themselves  recognize  that  cigarettes 
should  be  regarded  as  nicotine  delivery  devices.  For  example,  as  early  as  1972,  a  senior 
Philip  Morris  researcher  characterized  the  cigarette  as  “a  dispenser  for  a  dose  unit  of 
nicotine"'  and  stated  that  “[sjmoke  is  beyond  question  the  most  optimized  vehicle  of 

Intercenter  Agreement  between  the  Center  for  Drug  Evaluation  and  Research  and  the  Center  for 
Devices  and  Radiological  Health  (OcL  31, 1991),  at  6.  See  AR  (Vol.  30  Ref.  289). 

n*9jd_ 
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nicotine  and  the  cigarette  the  most  optimized  dispenser  of  smoke.”"  “  Twenty  years  later, 
a  Philip  Morris  official  continued  to  describe  cigarettes  as  ^'nicotine  delivery  devices” 
placing  “conventional  cigarettes”  in  the  same  category  as  nicotine  “chewing  gums, 
patches,  aerosol  sprays  and  inhalers.”"^^ 

Researchers  at  other  cigarette  manufacturers  have  expressed  similar  views.  In 

1%2,  a  senior  BATCO  scientist  described  the  advantages  of  nicotine  delivery  through 

% 

cigarettes,  stating  that  “the  techniques  of  administration  by  smoking  ha[ve]  considerable 
psychological  advantages  and  a  built-in  control  against  excessive  absorption  Decades 
later,  BATCO  researchers  continued  to  characterize  cigarettes  in  device-like  terms, 
describing  cigarettes  as  “the  means  of  providing  nicotine  doses  in  a  metered  fashion”"^^ 
and  as  a  delivery  mechanism  that  allows  “the  smoker  to  have  very  flexible  control  over 
titrating  his  desired  dose  of  nicotine.”"^  Similarly,  in  the  words  of  one  senior  RJR 
scientist,  “a  tobacco  produa  is,  in  essence,  a  vehicle  for  delivery  of  nicotine,  designed  to 
deliver  the  nicotine  in  a  generally  acceptable  and  attractive  form.”"^^ 


Dunn  WL  (I^ilip  Mcuris  Inc.),  Motives  and  Incentives  in  Cigarette  Smoking  (1972),  at  5-6  (emphasis 
added).  See  AR  (VoL  12  Ref.  133). 

Philip  Mmiis  Inc.,  Draft  Report  Regarding  a  Proposal  fat  a  ‘"Safer”  Cigarette,  Code-named  Table,  at  2 
(emphasis  added).  See  AR  (VoL  531  Ref.  122). 

Ellis  C  (BATCO),  The  smoking  and  health  {Hroblon,  in  Smoking  and  Health— Policy  on  Research, 
Research  Conferoice,  Southampttm,  England  (1962),  at  4.  See  AR  (Vol.  21  Ref.  220). 

Proceedings  of  the  BATCO  Group  R&D  Smoking  Behaviour-Marketing  Confoience,  Session  I,  slides 
(Jul.  9-12, 1984),  at  BW-W2-03242  (emphasis  added).  See  AR  (VoL  24  Ref.  315). 

Transdermal  Nicotine  Patches,  at  3.  See  (AR  Vol.  531  Ref.  124). 

Teague  CE  (R.J.  Reynolds  Tobacco  CIo.X  Research  Planning  Memorandum  on  the  Nature  of  the 
Tobacco  Business  and  the  Crucial  Role  of  Nicotine  Therein  (Apr.  14,  1972),  at  2  (emphasis  added).  See 
AR(Vol.531  Ref.  125). 
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The  history  of  the  manufacturers’  product  research  and  development  further 
demonstrates  that  cigarettes  are  designed  to  deliver  nicotine  to  the  smoker.  As  described 
in  section  II.C.3.,  above,  the  manufacturers  have  engaged  in  extensive  product  research 
and  development  for  over  three  decades  to  optimize  the  delivery  of  nicotine  from 
cigarettes.  This  product  research  and  development  has  even  included  the  development  of 
novel  tobacco  products,  such  as  Premier  by  RJR,  that  are  designed  to  deliver  nicotine  to 
the  smoker  “by  heating,  rather  than  burning,  tobacco.”"^  See  section  n.C.3.,  above. 

For  these  reasons,  the  Agency  has  determined  that  cigarettes  are  most 
appropriately  considered  a  prefilled  delivery  system  under  the  intercenter  agreement. 

They  are  a  combination  product  under  the  Act  consisting  of  the  drug  nicotine  and  a  device 
for  delivering  nicotine  to  the  smoker. 

2.  Smokeless  Tobacco  Is  a  Combination  Product 

The  Agency  has  also  determined  that  smokeless  tobacco  is  a  combination  product. 
First,  as  required  by  the  statutory  definition,  smokeless  tobacco  is  an  “instrument, . . . 
implement,  contrivance, . . .  or  similar  or  related  article”  for  delivering  nicotine  to  the 
consumer.  The  principal  device  component  in  these  products  is  the  processed  tobacco, 
the  purpose  of  which  is  to  deliver  the  nicotine  to  the  cheek  and  gum  tissue  for  absorption 


Chemical  and  Biological  Studies  on  New  Cigarette  Prototypes  that  Heat  Instead  of  Burn  Tobacco 
(Winston-Salem  NC:  R.J.  Reynolds  Tobacco  Co.,  1988),  at  3.  See  AR  (VoL  107  Ref.  980). 

As  discussed  in  Section  ILF.,  above,  the  Agency  has  also  determined  that  processed  loose  cigarette 
tobacco,  which  is  used  by  smokers  who  roll  their  own  cigarettes,  is  subjea  to  FDA  jurisdiction.  Processed 
loose  tobacco  has  a  drug  and  a  device  component  As  noted  in  Section  ILF.,  consumers  obtain  separately 
the  con[q>onents  of  a  cigarette  (e.g.,  processed  loose  tobacco  and  special  cigarette  papers)  and  then  use 
those  components  to  assemble  their  own  cigarettes.  While  these  homemade  products  are  more  crudely 
manufactured  than  those  produced  by  cigarette  compames,  they  perform  the  same  device  function  of 
delivering  a  nicotine-containing  aerosol  to  the  body  for  inhalation  by  the  lungs. 


45214  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

IILB.2. 

into  the  body.  The  processed  tobacco  provides  the  nicotine  to  the  consumer’s  body  in  a 
form  that  is  palatable  and  absorbable,  thereby  allowing  the  nicotine  to  diffuse  from  the 
tobacco  to  the  buccal  mucosa.  Some  products  also  have  a  device  component  consisting  of 
a  porous  pouch  that  holds  the  processed  tobacco  in  position  in  the  mouth,  controlling  the 
absorption  of  nicotine  into  the  buccal  mucosa. 

Smokeless  tobacco  is  placed  in  the  mouth,  where  it  forms  a  matrix  from  which 
nicotine  is  solubilized  and  then  diffused  across  the  buccal  mucous  membranes  into  the 
bloodstream.  Thus,  the  tobacco  matrix  is  the  vehicle  for  rapidly  and  efficiently  delivering 
nicotine  to  the  smokeless  tobacco  user  through  buccal  absorption.  Smokeless  tobacco  is 
thus  similar  to  other  combination  products  that  contain  instruments,  apparatuses, 
contrivances,  or  similar  or  related  articles  intended  to  deliver  drugs.  For  example, 
smokeless  tobacco  resembles  transdermal  nicotine  patches.  Transdeimal  nicotine  patches 
are  considered  combination  products  under  an  intercenter  agreement.”^  Similar  to 
transdermal  nicotine  patches,  smokeless  tobacco  contains  an  instrument,  implement,  or 
similar  or  related  article  that  brings  the  nicotine  into  close  contaa  with  body  tissue,  where 
it  can  diffuse  through  the  body’s  membranes  into  the  bloodstream.  Smokeless  tobacco  is 
also  comparable  to  prefilled  intravenous  infusion  pumps,  in  that  the  drug  delivery 
components  of  both  products  deliver  a  drug  to  the  body  and  are  discarded  after  drag 
delivery  is  complete.  This  feature  distinguishes  the  delivery  device  components  of 
smokeless  tobacco  from  drags.  A  drag  is  typically  ingested  or  absorbed  in  the  body,  in  the 
case  of  smokeless  tobacco,  most  of  the  tobacco  in  the  product  is  not  ingested  or  absorbed 

Intercenter  Agreement  between  the  Center  for  Drug  Evaluation  and  Research  and  the  Center  for 
Devices  and  Radiological  Health  (OcL  31, 1991),  at  6.  See  AR  (Vol.  30  Ref.  289). 
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by  the  user  and  is  removed  from  the  mouth.  Several  aspects  of  the  smokeless  tobacco 
may  be  engineered  by  the  manufacturer  to  control  the  rate  and  extent  of  absorption  of 
nicotine,  the  drug  to  be  delivered.  For  example,  the  cut  of  the  tobacco  may  be  altered  to 
affect  the  rate  of  diffusion  of  the  nicotine  through  the  buccal  mucosa. 

Second,  consistent  with  section  201(h)(3)  of  the  Act,  the  device  components  of 
smokeless  tobacco  are  “intended  to  affect  the  structure  or  any  function  of  the  body,” 
Smokeless  tobacco  are  “intended”  to  deliver  nicotine  to  the  body.  See  Section  II.,  above. 
The  nicotine  delivered  by  the  device  components  of  smokeless  tobacco  “affect[s]  the 
structure  or  any  function  of  the  body.”  See  Section  I.,  above.  The  device  components  of 
smokeless  tobacco  are  thus  designed  to  achieve  the  specific  purpose  of  affecting  the 
structure  and  function  of  the  body  by  delivering  a  controlled  amount  of  nicotine  to  the 
body. 

Third,  as  required  by  the  statutory  definition,  the  device  components  of  smokeless 
tobacco  do  not  “achieve  [their]  primary  intended  purposes  through  chemical  action  within 
or  on  the  body.”  The  nicotine  in  smokeless  tobacco  achieves  its  primary  purposes 
through  chemical  actions  in  the  body.  Tlie  device  components,  however,  achieve  their 
drug  deliveiy  function  simply  by  bringing  nicotine  into  contact  with  the  buccal  mucosa. 
To  achieve  the  drug  delivery  purpose,  the  tobacco  blend  (and  pouch,  if  any)  must  be 
placed  in  the  mouth  and  the  nicotine  must  diffuse  away  from  the  tobacco.  These  are 


559 


45216  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

III.C. 

physical  processes,  not  chemical  ones,"^’  that  are  analogous  to  the  physical  processes 
through  which  transdermal  nicotine  patches  deliver  nicotine  to  the  body. 

Fourth,  as  required  by  the  statutory  definition,  the  device  components  in  smokeless 
tobacco  are  not  “dependent  upon  being  metabolized.”  After  buccal  absorption  of  nicotine 
is  complete,  the  remaining  tobacco  material  (and  pouch,  if  any)  is  expectorated  whole. 

The  critical  absorption  of  nicotine  does  not  require  the  metabolism  of  any  part  of  the 
tobacco  matrix. 

For  these  reasons,  the  Agency  has  determined  that  smokeless  tobacco  is  a 
combination  product  under  the  Act  consisting  of  the  drug  nicotine  and  device  components 
for  delivering  nicotine  to  the  user. 

C.  RESPONSE  TO  COMMENTS 

1 .  Several  tobacco  industry  comments  assert  that  drug  delivery  systems  containing 
drugs  are  simply  drugs,  not  combination  products.  These  comments  maintain  that  the 
Agency’s  position  removes  any  distinction  between  the  terms  “drug”  and  “device”  and 
could  result  in  drugs  in  tablet  or  capsule  forms  being  viewed  as  a  combination  product 
consisting  of  a  drug  and  a  drug  delivery  device. 

Since  passage  of  the  Safe  Medical  Devices  Act  of  1990,  however,  the  Agency 
could  consider  some  capsules  or  tablets  as  combination  products  under  section  503(g). 

For  example,  capsules  utilizing  osmotic  pumps  to  deliver  a  drug  could  be  regarded  as  a 


Webster’s  Collegicae  Dictionary  (Springfield,  MA:  G&C  Merriam,  1977  ed.),  at  318; 
Remington’s  Pharmaceutical  Sciences  (Easton,  PA:  Mack  Publishing,  1980, 16th  ed.),  at  1388.  See  AR 
(Vol.  711  Ref.  50). 
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combination  of  a  “drug”  and  a  “device.”  The  capsules,  emptied  of  the  drug,  are  not 
absorbed  into  the  body,  but  are  excreted.  The  delivery  mechanism  of  these  capsules  is 
similar  to  that  of  a  prefiUed  syringe.  Yet  there  are  basic  differences  between  drug  delivery 
systems  like  cigarettes  and  smokeless  tobacco,  on  the  one  hand,  and  most  drugs  in  tablet 
or  capsule  form,  on  the  other.  As  discussed  in  section  in.B.,  above,  cigarettes  and 
smokeless  tobacco  have  major  physical  components  that  deliver  nicotine  to  the  consumer 
but  are  not  absorbed  or  metabolized  within  the  body.  This  is  not  the  case  with  most 
tablets  and  capsules,  which  are  absorbed  completely  along  with  the  drug  they  deliver  and 
act  “through  chemical  action  within  or  on  the  body.”  These  basic  differences  mean  that 
the  Agency’s  decision  to  consider  cigarettes  and  smokeless  tobacco  as  combination 
products  is  reasonable  and  will  not  require  the  Agency  to  change  its  treatment  of  most 
products  that  have  been  adequately  regulated  as  drugs,  and  begin  to  regulate  them  as 
combination  products.  The  Supreme  Court  has  recognized  that  the  Agency  has  the 
discretion  to  apply  the  Act’s  statutory  terms  to  products  that  reasonably  meet  those 
definitions.  The  fact  that  a  strained  extension  of  the  Agency’s  analysis  could  lead  to  an 
illogical  result  will  not  preclude  its  use  when  the  use  itself  is  reasonable.  United  States  v. 

Sullivan,  332  U.S.  689, 694  (1948). 

2.  Tobacco  industry  comments  also  argue  that  cigarettes  and  smokeless  tobacco 
cannot  have  device  components,  because  if  the  Agency  is  tight  that  nicotine  is  a  drug,  the 
primary  intended  purpose  of  a  cigarette  or  a  smokeless  tobacco  product  taken  as  a  whole 
is  dependent  upon  the  chemical  action  of  nicotine  within  the  body.  According  to  the 
comments,  if  the  primary  mode  of  action  of  a  cigarette  or  a  smokeless  tobacco  product 
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taken  as  a  whole  involves  the  chemical  action  of  nicotine,  the  cigarette  or  smokeless 
tobacco  product  cannot  meet  the  statutory  definition  of  a  device, 

FDA  disagrees  with  these  comments.  These  comments  confuse  the  deHnition  of  a 
device  with  the  definition  of  a  combination  produa.  While  it  is  true  that  under  the  statute, 
a  device  or  device  component  cannot  achieve  its  primary  purpose  by  chemical  action 
within  or  on  the  body,  a  combination  product  consisting  of  a  drug  and  a  device  very  well 
may.  Indeed,  Congress  enacted  section  503(g)  of  the  Aa  specifically  to  recognize  and 
address  products,  for  example,  that  have  a  device  component  whose  primary  intended 
purpose  is  to  deliver  a  drug  by  means  other  than  chemical  action  or  metabolizing  action 
within  or  on  the  body,  and  a  drug  component  that  achieves  its  primary  intended  purpose 
through  chemical  action  and/or  by  being  metabolized.  The  statute  recognizes  that  a  single 
product  can  contain  components  with  interdependent,  yet  distinct,  purposes.  Under  the 
interpretation  urged  by  the  comments,  there  could  never  be  a  combination  produa 
composed  of  a  drug  and  a  device  where  the  primary  mode  of  action  of  the  produa  is  by 
chemical  action.  That  interpretation  is  entirely  at  odds  with  the  statutory  language  and 
purpose  of  section  503(g),  as  well  as  with  FDA’s  long-standing  practice  of  regulating  as 
combination  products  many  products  containing  a  drug  and  a  device. 
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IV.  FDA’S  ASSERTION  OF  JURISDICTION  OVER  CIGARETTES  AND 

SMOKELESS  TOBACCO  AT  THIS  TIME  IS  JUSTIFIED 

The  Food  and  Drug  Administration  (FDA)  has  always  exercised  jurisdiction  under 
the  Federal  Food,  Drug,  and  Cosmetic  Act  (the  Act)  over  tobacco  products  when  there 
was  evidence  that  these  products  were  “intended”  to  treat  or  prevent  disease  or  to  affect 
the  structure  or  function  of  the  body.  As  discussed  in  section  n.E.,  above,  the  Agency 
may  consider  relevant  evidence  from  any  source  in  determining  whether  a  product  is 
intended  as  a  drug  or  device.  On  previous  occasions  when  the  Agency  has  been  asked  to 
consider  whether  tobacco  products  were  within  its  jurisdiction,  however,  there  was 
insufficient  evidence  to  conclude  that  tobacco  products  were  intended  to  affect  the 
structure  or  function  of  the  body,  except  where  the  manufacturer  expressly  promoted  a 
tobacco  product  for  use  in  treating  disease  or  affecting  the  structure  or  function  of 
the  body. 

Since  the  last  occasion  on  which  FDA  considered  whether  to  assert  jurisdiction 
over  tobacco  products  without  claims,  the  state  of  the  evidence  has  changed  dramatically. 

A  wealth  of  new  evidence  has  become  available  demonstrating  that:  (1)  the  ability  of 
nicotine  in  cigarettes  and  smokeless  tobacco  to  produce  addiction  and  other  significant 
pharmacological  effects  is  widely  known  and  therefore  foreseeable  to  a  reasonable  tobacco 
manufaaurer;  (2)  consumers  use  cigarettes  and  smokeless  tobacco  predominantly  to 
obtain  the  pharmacological  effects  of  nicotine;  and  (3)  previously  undisclosed  statements, 
research,  and  actions  of  tobacco  manufacturers  demonstrate  that  they  intend  their 
products  to  be  used  as  nicotine  delivery  devices.  As  described  in  section  H.,  above,  FDA 
has  determined  that  this  evidence  establishes  that  cigarettes  and  smokeless  tobacco  are 
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“intended  to  affect  the  structure  or  any  function  of  the  body”  within  the  meaning  of  the 
Aa’s  “dmg”  and  “device”  definitions.  FDA  has  therefore  revised  its  position  and 
concluded  that  all  currently  marketed  cigarettes  and  smokeless  tobacco  are  in  fact 
“intended  to  affect  the  structure  or  any  function  of  the  body”  and  therefore  are  within  its 
jurisdiction. 

Information  developed  since  1980  also  demonstrates  that  for  most  people  tobacco 

1 

use  and  nicotine  addiction  begin  in  childhood  and  adolescence.  The  data  now  suggest  that 
if  children  and  adolescents  can  be  prevented  from  initiating  tobacco  use,  they  are  unlikely 
to  begin  tobacco  use  later  in  life,  thereby  preventing  the  onset  of  tobacco-related  disease 
and  premature  death.  Before  the  importance  of  youth-centered  interventions  was 
identified,  most  of  the  regulatory  approaches  available  under  the  Federal  Food,  Drug,  and 
Cosmetic  Act  to  address  tobacco-related  disease  and  death,  such  as  removal  of  the 
products  from  the  market,  were  not  believed  to  be  feasible.  The  new  information  that 
nicotine  addiction  is  a  pediatric  disease  provides  an  additional  basis  to  conclude  that 
restricting  the  sale,  distribution,  and  use  of  cigarettes  and  smokeless  tobacco  to  people 
under  the  age  of  eighteen  is  an  effective  tool  to  reduce  the  adverse  health  consequences  of 
tobacco  use.  Thus,  asserting  jurisdiction  over  cigarettes  and  smokeless  tobacco  now 
presents  an  opportunity  to  use  the  Agency’s  resources  efficiently  for  substantial  public 
health  gains. 

Several  comments  maintain  that  the  Agency  is  not  permitted  to  change  its  earlier 
interpretation  of  the  Act.  However,  it  is  a  well-established  principle  of  administrative  law 
that  an  Agency  may  revise  its  interpretation  or  application  of  a  statute  if  it  supplies  a 
reasoned  explanation  for  its  changed  interpretation  or  position.  See  Action  on  Smoking 
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and  Health  v.  Harris  (ASH),  655  F.2d  236,  242,  n.lO  (D.C.  Cir.  1980)  (recognizing  that 
FDA  is  permitted  to  modify  its  earlier  position  on  tobacco  products  and  that  the  new 
position  would  be  accorded  deference  by  the  courts);  see  also  Motor  Vehicle  Mfrs.  Ass’n 
V.  State  Farm  Mut.  Auto.  Ins.  Co.,  463  U.S.  29, 57  (1983);  Chevron,  U.SA.,  Inc.  v. 
Natural  Resources  Defense  Council,  Inc.,  467  U.S.  837, 862  (1984);  Rust  v.  Sullivan, 

500  U.S.  173, 186-187  (1991);  Smiley  v.  Citibank,  N.A.,  1 16  5.  Ct.  1730  (1996).  Indeed, 
an  agency  is  expected  to  reevaluate  the  wisdom  of  its  interpretations  and  make  changes  in 
those  interpretations  when  warranted  by  current  knowledge  and  circumstances.  Rust,  500 

U. S.  at  186-187.  In  Rust,  the  Court  explained  as  follows; 

This  Court  has  rejected  the  argument  that  an  agency’s 
interpretation  is  not  entitled  to  deference  because  it  represents  a 
sharp  break  with  prior  interpretations  of  the  statute  in  question.  In 
Chevron,  we  held  that  a  revised  interpretation  deserves  deference 
because  an  initial  agency  interpretation  is  not  instantly  carved  in 
stone  and  the  agency,  to  engage  in  informed  rule  making,  must 
consider  varying  interpretations  and  the  wisdom  of  its  policy  on  a 
continuing  basis.  An  agency  is  not  required  to  establish  rules  of 
conduct  to  last  forever,  but  rather  must  be  given  ample  latitude  to 
adapt  its  rules  and  policies  to  the  demands  of  changing 
circumstances. 

Id.  (citations  and  internal  quotation  marks  omitted);  see  also  American  Trucking  Ass' ns 

V.  Atchison,  Topeka,  and  Santa  Fe  Ry.  Co.,  387  U.S.  397  (1967)  (an  agency,  “faced  with 
new  developments  or  in  light  of  reconsideration  of  the  relevant  facts  and  its  mandate,  may 
alter  its  past  interpretation  and  oveitum  past  administrative  rulings  and  practice”).  The 
new  evidence  pre^nted  in  the  Jurisdictional  Analysis  and  in  section  II.,  above,  provides  a 
reasoned  basis  for  FDA’s  change  in  position  on  the  applicability  of  the  Act  to  cigarettes 


565 


45222  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 


IV.A. 


and  smokeless  tobacco  without  claims.  In  this  section,  FDA  describes  its  earlier  decisions 
on  whether  to  regulate  particular  tobacco  products  and  reviews  the  new  evidence  that 
now  supports  the  Agency’s  assertion  of  jurisdiction  over  cigarettes  and  smokeless 
tobacco. 

A.  FDA  HAS  ALWAYS  EXERCISED  AUTHORITY  TO  REGULATE 
TOBACCO  PRODUCTS  WHEN  THE  EVIDENCE  ESTABLISHED 
THAT  THEY  FELL  WITHIN  THE  DRUG  OR  DEVICE 
DEFINITIONS 

FDA’s  assertion  of  jurisdiction  over  tobacco  products  is  not  new.  For  more  than 
80  years  FDA  has  taken  the  position  that  it  has  jurisdiction  over  tobacco  products  that  fall 
within  the  Act’s  definitions  of  regulated  products.  As  early  as  1914,  the  Agency  claimed 
jurisdiction  to  regulate  tobacco  products  labeled  or  used  for  “medicinal  purposes.”"^ 

In  the  succeeding  decades,  FDA  brought  and  won  enforcement  actions  against  cigarettes 
that  were  intended  to  treat  or  prevent  disease  or  to  affect  the  structure  and  function  of  the 
body.  See,  e.g..  United  States  v.  354  Bulk  Cartons . . .  Trim  Reducing-Aid  Cigarettes, 

178  F.  Supp.  847, 851  (D.N.J.  1959)  (cigarettes  claimed  to  reduce  weight  were  intended 
to  affect  the  structure  or  function  of  the  body);  United  States  v.  46  Cartons,  More  or  Less, 
Containing  Cigarettes,  113  F.  Supp.  336, 338-339  (D.NJ.  1953)  (cigarettes  claimed  to 


The  jnedecessor  to  FDA  issued  ihe  following  statement  about  its  juiisdictitm  over  tobacco:  ‘Tobacco 
and  its  prqiaiations,  when  labeled  in  such  a  manner  as  to  indicate  thdr  use  for  the  cure,  mitigation,  or 
{^vention  of  disease,  are  drugs  within  the  meaning  of  the  act,  and,  as  such,  are  subject  to  the  provisions 
thereof. ...  On  the  other  hand,  tobacco  and  its  prqiaraticHis  which  are  not  so  labeled  and  are  used  for 
smoking  or  chewing  or  as  snuff  and  not  for  medicinal  purposes  are  not  sidiject  to  the  provisions  of  the 
act”  U.S.  Department  of  Agriculture  Service  and  Regulatory  Announcements,  No.  13  (1914),  cited  in 
Joint  Comment  of  the  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  VoL  I,  at  5  (emphasis  added). 
See  administrative  record  (AR)  (VoL  535  Ref.  96).  Thus,  to  escape  tegulatimi  under  this  interpretation  of 
the  Agency’s  authority,  a  tobacco  product  must  not  be  labeled  as  a  drug  and  must  not  be  used  as  a  drug. 
At  the  time  this  statement  was  issued,  a  drug  was  deHned  only  as  an  article  intended  for  die  cure, 
mitigaticHL,  or  jxevention  of  disease,  hence  the  limitation  to  use  for  “medidnal  purposes.”  The  definition 
was  expanded  in  1938  to  include  “articles  intmded  to  affect  the  structure  or  any  function  of  the  body.” 
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prevent  respiratory  dishes  were  intended  to  treat  or  prevent  disease).  For  many  years, 
the  existing  evidence  about  the  intended  use  of  tobacco  products  was  insufficient  to 
conclude  that  tobacco  manufacturers  intended  tobacco  products  as  drugs  or  devices 
except  when  disease  or  structure- function  claims  were  expressly  made  for  the  products.  It 
is  nevertheless  indisputable  that  the  Agency  has  consistently  claimed  jurisdiction  over 
tobacco  products  when  it  has  determined  tliat  they  are  intended  to  affect  the  structure  or 

i 

funaion  of  the  body  or  to  treat  or  prevent  disease.  What  has  changed  is  the  nature  of  the 
evidence  before  the  Agency  on  the  question  of  whether  cigarettes  and  smokeless  tobacco 
are  “intended  to  affect  the  structure  or  any  function  of  the  body.” 

• 

B.  A  CHANGE  IN  THE  EVIDENCE  BEFORE  THE  AGENCY  NOW 
ESTABLISHES  “INTENT”  TO  AFFECT  THE  STRUCTURE  AND 
FUNCTION  OF  THE  BODY 

1.  Previous  Agency  Position  and  the  Evidence  on  Which  It  Was  Based 

The  Agency  last  considered  whether  to  regulate  tobacco  products  without  disease 
or  structure-function  claims  in  connection  with  citizen  petitions  submitted  in  the  late 
1970’s  by  Action  on  Smoking  and  Health  (ASH)  and  others.  The  petitions  sought  to  have 
FDA  regulate  all  cigarettes  as  drugs  or  devices. 

At  the  time  that  FDA  responded  to  ASH’s  citizen  petitions,  the  only  evidence 
before  the  Agency  was  that  presented  by  the  petitioners:  studies  showing  that  nicotine 
produces  some  pharmacological  effects  in  animals  and  humans  and  some  very  early 
evidence  concerning  the  addictive  properties  of  nicotine.  The  proposition  that  nicotine  in 
cigarettes  was  addictive  was  not  yet  widely  accepted  in  the  scientific  community,  and  the 
petition  provided  insufficient  evidence  to  demonstrate  addiction.  Indeed,  at  the  time  the 


567 


45224  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

IV.B.1. 

petitions  were  submitted,  no  major  public  health  organizations  had  concluded  that  nicotine 
is  addictive.  Because  it  was  not  yet  recognized  that  nicotine  is  addictive,  no  data  were 
available  quantifying  the  proportion  of  smokers  who  were  addicted  and  thus  using 
cigarettes  to  satisfy  their  addiction. 

The  petitioners  also  presented  no  evidence  that  the  tobacco  companies  knew  of  the 
pharmacological  properties  of  nicotine,  or  that  consumers  used  cigarettes  for  their 
pharmacological  effects,  or  that  the  companies  manipulated  the  levels  of  nicotine  in 
cigarettes  to  satisfy  smokers’  need  for  nicotine.  The  petitions  thus  rested  on  evidence  th^t 
nicotine  has  some  pharmacological  effects  and  the  largely  unsubstantiated  asseition  that 
many  consumers  used  cigarettes  for  a  drug  purpose. 

FDA  concluded  that  although  intended  use  could  be  established  by  evidence  other 
than  promotional  claims,  the  evidence  in  the  petitions  was  insufficient  to  fmd  that  the 
manufaaurers  of  cigarettes  “intended”  these  products  to  prevent,  mitigate,  or  treat  disease 
■  or  to  affect  the  structure  or  function  of  the  body.  For  example,  in  response  to  the  petition 
urging  FDA  to  regulate  filtered -cigarettes  as  devices  because  they  were  intended  to 
mitigate  disease,  the  Agency  said: 

ASH  asserts  that  objective  evidence  other  than  manufacturers’  claims  can 
be  material  to  a  determination  of  intended  use  under  the  statutory 
definition,  and  that  National  Nutritional  Foods  Ass’n  v.  Food  and  Drug 
Administrationy  504  F.2d  761  (2d  Cir.  1974),  cert,  denied^  420  U.S.  946 
(1975),  is  authority  for  this  interpretation  (Petition  No.  2,  p.  21).  We 
agree.  However,  the  court  there  held  that  the  vendor’s  intent  is  the  crucial 
element  in  the  statutory  definition  and  that  objective  evidence  sufficient  to 
pierce  the  manufacturer’ s  subjective  claims  must  be  presented  (504  F.2d  at 
789). 

. . .  {National  Nutritional  Foods  Ass' n  v.  Weinberger ,  512  F.2d 
688  (2d  Cir.  1975)  and  National  Nutritional  Foods  Ass'n  v.  Mathews,  557 
F.2d  325  (2d  Cir.  1977)]  support  FDA’s  position  that  it  is  the  intent  of  the 
manufaaurers  or  vendors  that  objeaive  evidence  must  establish  and  that 
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evidence  of  consumer  use  can  be  one  element  of  objective  evidence  to  be 
weighed  in  determining  if  the  intended  purpose  of  a  product  subjects  it  to 
regulation  under  the  Act.  ASH  has  not  established  that  consumers  use 
attached  cigarette  filters  for  the  prevention,  mitigation,  or  treatment  of 
disease  to  the  extent  necessary  to  allow  FDA  to  impute  the  requisite 
intended  uses  to  manufacturers  or  vendors.* 

ASH  appealed  the  Agency’s  decision  not  to  regulate  cigarettes  as  drugs.  In  ASH, 
the  Court  of  Appeals  deferred  to  FDA’s  determination  and  concluded  that  the  evidence  on 
“intended  use”  was  not  sufficient  to  overrule  the  Agency’s  interpretation.  ASH  v.  Harris, 

655  F.2d  236  (D.C.  Cir.  1980).  The  ASH  court  recognized  both  that  FDA  was  permitted 
to  modify  its  interpretation  and  that  the  Agency’s  new  position  would  be  accorded 
deference  by  the  courts.  Id.  at  237,  242,  n.lO.  The  court  expressly  left  open  the 
possibility  that  at  some  point  in  the  future  FDA  might  appropriately  determine  that 
cigarettes  did  fall  within  the  Agency's  jurisdiction:  “Nothing  in  this  opinion  should  suggest 
that  the  Administration  is  irrevocably  bound  by  any  long-standing  interpretation  and 
representations  thereof  to  the  legislative  branch.  An  administrative  agency  is  clearly  free 
to  revise  its  interpretations.”  Id.  at  242,  n.lO. 

The  ASH  decision,  moreover,  by  no  means  supports  the  proposition  that  the 
industry  comments  urge,  namely,  that  evidence  of  intended  use  must  be  limited  to 
manufacturers’  drug  claims.  The  ASH  court  held  that  a  finding  that  tobacco  products 
were  intended  to  affect  the  structure  or  function  of  the  body  could  be  based  on  substantial 
consumer  use  evidence  alone  or  in  combination  with  other  evidence  of  vendor  intent.  Id. 
at  239-240.  Nor  was  it  the  Agency’s  position  at  the  time  of  the  ASH  case  that  the 


LeU»  from  Goyan  JE  to  Banzhaf,  III  JF  and  Georgiades  PN  (Nov.  25, 1980),  at  8-9.  See  AR  (VoL  28 
Ref.  238). 
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intended  use  of  cigarettes  could  be  established  only  through  a  manufacturer’s  overt  drug 
claims.  As  noted  above,  FDA’s  1980  response  to  ASH  on  its  petition  urging  FDA  to 
regulate  filtered  cigarettes  as  devices  expressly  stated  that  objective  evidence  other  than 
claims  is  relevant  to  establishing  intraded  use.  In  addition,  the  brief  filed  by  the  Agency 
before  the  Court  of  Appeals  repeatedly  stated  the  Agency’s  formal  legal  position  that  the 
intended  use  of  cigarettes  could  be  established  through  manufacturer’s  representations  or 
other  objective  evidence  of  intent.* As  stated  in  that  brief,  the  petition  denial  was  based 
on  ""two  findings”: 

(1)  that  there  was  no  evidence  in  the  record  that  manufacturers  or 
vendors  of  cigarettes  represent  that  cigarette  are  intended  to  affect 
the  structure  or  any  function  of  the  body;  and  (2)  that  there  was  no 
evidence  in  the  record  of  any  other  sort  that  manufaauiers  or 
vendors  of  cigarettes  intend  that  cigarettes  affect  the  structure  or 
any  function  of  the  body  (Denial  Letter  at  4).*  *“ 

Thus,  even  at  the  time  of  the  Agency’s  last  decision  on  its  jurisdiction  over 

cigarettes,  the  Agency  recognized  that  intended  use  could  be  established  on  the  basis  of 

objective  evidence  of  intent  other  than  manufacturers’  claims.  FDA  concluded  at  that  time 

that  such  other  evidence  had  not  been  presented  to  the  Agency. 

2.  New  Evidence  Supporting  the  Agency’s  Change  in  Position 

In  the  years  since  FDA’s  decision  on  the  ASH  petitions,  dramatic  new  evidence 

has  become  available  on  the  issue  of  the  intended  use  of  cigarettes  and  smokeless  tobacco. 

FDA  has  therefore  reevaluated  the  issue  of  its  jurisdiction  over  tobacco  prodix^ts  and  finds 


Brief  fw  Af^iellees  at  9  n.?,  27-28, 30,  Action  on  Smoking  and  Health  v.  Harris,  No.  79-1397, 
reported  at  655  F.2d  236  (D.C  Cir.  1980).  See  AR  (VoL  504  Ref.  8918). 

Id.  at  30  (emi^asis  in  txiginal). 
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that  the  evidence  now  supports  a  detennination  that  cigarettes  and  smokeless  tobacco  are 
intended  to  affect  the  structure  and  function  of  the  body,  regardless  of  whether  drug 
claims  are  made  for  the  products.  FDA  bases  this  determination  on  three  important 
categories  of  evidence  that  have  emerged  since  FDA  last  declined  to  exercise  jurisdiction 
over  tobacco  products  without  claims:  (1)  the  development  of  a  scientific  consensus,  on 
the  basis  of  overwhelming  scientific  evidence,  that  nicotine  in  cigarettes  and  smokeless 
tobacco  is  highly  addictive  and  produces  significant  effects  on  the  structure  and  function 
of  the  body,  making  it  foreseeable  to  a  reasonable  tobacco  manufacturer  that  its  products 
will  have  pharmacological  effects  and  be  used  for  those  effects  by  a  substantial  proportion 
of  consumers;  (2)  scientific  data  establishing  that  the  vast  majority  of  consumers  who  use 
cigarettes  and  smokeless  tobacco  are  addicted  to  them  and  use  these  products  nearly 
exclusively  to  obtain  the  pharmacological  effects  of  nicotine;  and  (3)  newly  disclosed 
evidence  showing  that  tobacco  companies  have  in  mind  that  their  products  will  be  used  by 
consumers  for  pharmacological  purposes  and  have  designed  their  products  to  affect  the 
structure  and  function  of  the  body.  As  described  in  section  H.,  above,  FDA  believes  that 
each  category  of  evidence  provides  an  independent  basis  on  which  to  conclude  that 
cigarettes  and  smokeless  tobacco  are  intended  to  affect  the  struaure  and  function  of  the 
body. 

In  the  Jurisdictional  Analysis  and  in  section  n.,  above,  FDA  describes  at  length  the 
body  of  evidence  now  before  it  The  vast  majority  of  that  evidence — ^including  evidence 
that  predates  FDA’ s  denial  of  the  ASH  petitions  but  was  not  made  public  by  the  tobacco 

industry — ^was  not  available  to  FDA  in  1980.  Since  1980,  the  quality,  quantity,  and  scope 

♦ 

of  the  evidence  regarding  the  intended  use  of  cigarettes  and  smokeless  tobacco  have 
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increased  and  sharpened  dramatically.  As  described  below,  the  evidence  on  the  addictive 
nature  of  nicotine  and  on  manufacturers’  research  on,  manipulation  of,  and  control  over 
nicotine  levels  has  grown  exponentially. 

a.  Since  1980,  a  Scientific  Consensus  Has  Emerged  That  Nicotine 
Is  Addictive  and  Has  Other  Significant  Pharmacological  Effects 
and  Uses 

As  described  in  section  II. A.,  above,  evidence  that  the  pharmacological  effects  and 
uses  of  cigarettes  and  smokeless  tobacco  are  foreseeable  in  a  significant  proportion  of 
consumers  is  a  sufficient  basis  on  which  to  find  that  cigarettes  and  smokeless  tobacco  are 
intended  to  affect  the  stmaure  and  function  of  the  body.  Since  1980,  the  last  time  that 
FDA  considered  whether  cigarettes  were  intended  to  affect  the  structure  or  function  of  the 
body,  evidence  of  nicotine’s  addictiveness  and  other  significant  pharmacological  effects 
and  uses  has  become  widely  known  and  thus  foreseeable  by  the  manufacturers. 

Before  1980,  no  major  public  health  organization  had  determined  that  nicotine  was 
an  addictive  drug.  Between  1980  and  1994,  however,  every  leading  scientific  deliberative 
panel  and  organization  with  expertise  in  addiction  concluded  that  nicotine  is  addictive  or 
depdidence-producing.  These  organizations  include  the  American  Psychiatric 
Association,  in  its  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  Third  Edition 
(DSM-EH);  the  World  Health  Organization;  the  American  Medical  Association;  the 
American  Psychological  Association;  the  American  Society  of  Addiction  Medicine;  the 
Royal  Society  of  Canada;  and  the  Medical  Research  Council  in  the  United  Kingdom.  In 
1986,  the  U.S.  Surgeon  General  issued  a  report  concluding  for  the  first  time  that 
smokeless  tobacco  is  addictive.  And  in  1988,  the  Surgeon  General  issued  a  landmark 

« ' 

report  concluding  that  nicotine  in  cigarettes  is  addictive. 
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These  organizations  relied  on  data  from  animal  and  human  studies  demonstrating 
nicotine’s  ability  to  produce  addiction.  Definitive  studies  had  not  been  conducted  before 
1980.  During  the  1980’s  and  1990’s,  however,  there  was  an  explosion  of  new  studies  on 
nicotine  designed  to  determine  whether  nicotine  is  addictive.  Thus,  new  studies,  not 
available  when  the  ASH  petitions  were  decided,  now  conclusively  demonstrate  that 
nicotine  has  the  characteristics  of  an  addictive  drug.‘‘^  The  hew  data  support  the 
following  findings,  among  others: 

•  Nicotine  is  self-administered  by  animals,  demonstrating  that  it  is  a  “positive  reinforcef” 

(i.e.,  it  causes  repeated,  compulsive  use  of  the  drug),  one  of  the  hallmark 
characteristics  of  addictive  drugs; " 


See  section  I1.A.3.,  above,  for  a  complete  description  of  these  studies  and  their  significance  in 
assessing  nicotine’s  addictivoiess. 

Gtddberg  SR,  Spealman  RD,  Gddberg  DM,  Persistent  behavkr  at  high  rates  maintained  by  intravenous 
self-administration  of  nicotine,  Science  1981;214:573-575.  See  AR  (Vd.  5  Rdl  35-2). 

Goldberg  SR,  Spealman  RD,  Maintenance  and  suj^essiai  bdiavior  by  intravenous  nicotine  injections  in 
squirrd  monkeys,  Federation  Proceedings  1982;41(2):216-220.  See  AR(V(d.  39  Ref  52). 

Spealman  RD,  Gddberg  SR,  Maintenance  of  sdieduled-contrdled  behavior  by  intravenous  injections  of 
nioodne  in  squirrel  monkeys.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1982;223(2):4Q2-408. 
SeeAR(VoL42Rel  146). 

Risner  ME,  CtMio-g  SR,  A  ctxhparisan  of  nicotine  and  cocaine  sdf-administration  in  the  dog:  fixed-ratio  and 
progressive-ratio  sdiedules  of  intravenous  drug  infusion.  Journal  of  Pharmacology  and  Experimental 
Therapeutics  1983;224(2):3 19-326.  See  AR  (VoL  42  Ref  1 19). 

Cox  BM,  Gddstein  A  Nelson  WT,  Nicotine  self-adminisb:ation  in  rats,  Briti^  Journal  of  Pharmacology 
1984;83:49-55.  5eeAR(VoL8Re£93-l). 

Slifer  BL,  Balster  RL,  Intravenous  self-administration  of  nicotine:  with  and  without  schedule-induction. 
Pharmacology,  Biochemistry  and  Behavior  i985;22:61-69.  See  AR  (Vtd.  8  Ret  93-3). 

Corrigall  WA  Coen  KM,  Nicotine  maintains  robust  self-administration  in  rats  on  a  limited-access 
schedule.  Psychopharmacology  1989;99:473-478.  See  AR  (Vol.  347  Ref.  5495). 
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•  Consistent  with  the  animal  self-administration  data,  nicotine  serves  as  a  positive 
reinforcer  in  humans;"^ 

•  Nicotine  is  psychoactive,  serving  as  a  discriminative  stimulus  in  animals"  and 
producing  subjective  effects  in  humans;"^ 


'  Heoningfidd  JE,  Mij'asoto  K,  Jasinski  DR,  Cigaiette  smokers  sdf-administer  intravenous  nicotine, 
Pharmacology,  Biochemistry  and  Behavior  1983;19:887-890.  See  AR  (Vd.  39  Ritf  71). 

Surgeon  General’s  Repwt,  1988,  at  192.  AR(VoL  129  Ref.  1592). 

Stolerman  IP,  Discriminative  stimulus  effects  of  nicotine  in  rats  trained  under  different  schedules  of 
reinforcement.  Psychopharmacology  1989;97:131-138.  See  AR  (VoL  8  Ref.  90-6). 

Graft  RM,  Iknvard  JL,  Cue  properties  of  oral  and  transdennal  nicotine  in  the  rat,  Psychopharmacology 
1988;96:281-284.  SeeAR  (VoL74Re£  115). 

S  tderman  IP,  Garcfaa  HS,  Pratt  JA,  «r  of,  Rde  of  training  dose  in  disdimination  of  nicotine  and  rdated 
con^xamds  by  rats,  Psychopharmocology  1984;84:413-419.  See  AR  (Vd.  8  Ref  90-5). 

Garcfaa  HS,  Gddberg  SR,  Reavill  Q  et  al..  Behavioural  effects  of  the  optical  iscxnets  of  nicotine  and  nomicotine, 
and  cotinine,  in  rats,  British  Jourrud  of  Pharmacology  1986;88:298.  See  AR  (Vd.  38  Ref  44). 

Takada  K,  Swedberg  MDB,  Gddberg  SR,  et  aL,  Discriminative  stimulus  effects  of  intravenous  l-nicotine  and 
nicotine  analogs  or  metabdites  in  squirrel  monkeys.  Psychopharmacology  1989;99:208-212.  See  AR  (VoL  43 
Ref  153). 

Henningfield  JE,  Miyasato  K,  Jasinski  DR,  Abuse  liability  and  pharmacodynamic  characteristics  of 
intravoious  and  inhaled  nicotine.  Journal  of  Pharmacology  and  Experimental  Therapeutics  1985;234: 1- 
12.  See  AR  (VoL  39  Ref  69). 

Pomerleau  CS,  Pomerleau  OF,  Euphcxiant  effects  of  nicotine  in  smdoets,  Psychopharmocology 
1992;108:460-465.  See  AR(VoL  87  Ref  426). 

Peridns  KA,  Grobe  JE,  Epstein  LH,  et  al..  Effects  of  nicotine  on  subjective  arousal  may  be  depend^t  on 
baseline  subjective  state.  Journal  of  Substance  Abuse  1992;4: 131-141.  See  AR  (VoL  348  Ref  5516). 

Peritins  KA,  Grobe  JE,  Epstein  LH,  et  al.,  ChrcHiic  and  acute  tolerance  to  subjective  effects  of  nicotine. 
Pharmacology,  Biochemistry  and  Behavior  1993;45:375-381.  See  AR  (VoL  271  Ref  3728). 

Sutherland  G,  Russell  MA,  Stapletcm  J,  et  al..  Nasal  nicotine  spray:  a  riq)id  nicotine  delivery  system, 
Psychopharmocology  1992;108:512-518.  See  AR(VoL  91  Ref  526). 
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•  N icotine  reliably  produces  a  withdrawal  syndrome;  “  ^ 

•  Nicotine,  like  other  addictive  drugs  (e.g.,  cocaine,  amphetamine,  and  morphine), 
produces  its  addictive  effects  by  actions  increasing  dopamine  concentrations  within  the 
mesolimbic  system  of  the  brain. 

In  addition  to  the  core  studies  demonstrating  nicotine’s  addictiveness,  other  widely 
publicized  information  relevant  to  the  finding  that  nicotine  in  cigarettes  and  smokeless 
tobacco  has  significant  pharmacological  effects  has  become  available  since  1980.  This 
new  information  includes,  for  example: 

•  Studies  showing  that  nicotine  produces  EEG  effects  on  the  brain  that  are  reproducible 
and  are  known  to  be  associated  with  changes  in  mood  and  alertness;"^* 


American  Psychiatric  Association,  Diagnostic  and  Statistical  Manual  of  Mental  Disorders,  4th  ed. 
(Washington  DC:  American  Psychiatric  Association,  1994),  at  244-245.  See  AR  (VoL  37  Ref.  8). 

West  RJ,  Jarvis  MJ,  Russell  MAH,  et  aL,  Effect  of  nicotine  replacement  on  the  cigarette  withdrawal 
syndrome,  British  Journal  of  Addiction  1984;79(2):215-219.  AR(VoL  8  Ref.  102-1). 

Hughes  JR,  Hatsukami  D,  Signs  and  symptoms  of  tobacco  withdrawal.  Archives  of  General  Psychiatry 
1986;43:289-294.  See  AR(VoL  8  Ref.  102-2). 

Hughes  JR,  Higgins  ST,  Hatsukami  D,  Effects  of  abstinence  from  tobacco:  a  critical  review,  Research 
Advances  in  Alcohol  and  Drug  Problems  1990;10:317-398,  at  381-382.  See  AR  (Vol.  535  Ref.  96,  II1.G). 

Clarke  PBS,  Mesolimbic  dopamine  activation — the  key  to  nicotine  reinforcemmt?  CIBA  Foundation 
Symposium  1990;152:153-168.  See  AR(VoL  3  Ref.  19-2). 

Di  (Tiiara  G,  Impmto  A  Drugs  abused  by  humans  preferentially  increase  synaptic  dopamine 
concoitrations  in  the  mesolimbic  system  of  freely  moving  rats.  Proceedings  of  the  National  Academy  of 
Sciences  of  the  United  States  of  America  1988;85:5274-5278.  See  AR  (VoL  75  Ref.  128). 

Corrigall  WA  Franklin  KBJ,  Coen  KM,  et  al..  The  mesolimbic  dopaminergic  system  is  implicated  in  the 
reinfcMrcing  effects  of  nicotine.  Psychopharmacology  1992;107:285-289.  See  AR  (VoL  8  Ref.  93-4). 

Norton  R,  Brown  K,  Howard  R,  Smoking,  nicotine  dose  and  the  lateralisation  of  electrocortical 
activity.  Psychopharmacology  1992;108:473-479.  See  AR  (VoL  3  Ref.  22). 

Pritchard  WS,  Gilbat  DG,  Duke  DW,  Flexible  effects  of  quantiffed  cigarette-smoke  delivery  on  EEG 
dimensional  complexity.  Psychopharmacology  1993;  1 13:95-102.  See  AR  (VoL  3  Ref.  23-1). 
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•  Data  that  have  led  expert  bodies  to  conclude  that  marketed  cigarettes  and  smokeless 
tobacco  deliver  pharmacologically  active  (addicting)  doses  of  nicotine;"’^ 

••  Studies  showing  that  nicotine  exposure  causes  an  increase  in  the  number  of  nicotinic 
receptors  in  the  central  nervous  system,  a  phenomenon  associated  with  development  of 
tolerance  to  the  effects  of  nicotine;"’^  and 

•  Studies  done  in  the  1980’s  and  1990’s  showing  that  nicotine  replacement  therapies  are 
effective  in  assisting  smoking  cessation,  which  provide  additional  evidence  that 
nicotine  is  the  ingredient  in  cigarettes  that  causes  addiction. 


Pritchard  WS,  Electroencephalographic  effects  of  cigarette  smoking.  Psychopharmacology  1991;  104:485- 
490.  See  AR  (VoL  3  Ref.  23-2). 

Golding  JF,  Effects  of  cigarette  smoking  on  resting  EEG,  visual  evoked  potentials  and  photic  driving, 
Pharmacology,  Biochemistry  and  Behavior  1988;29:23-32.  See  AR  (VoL  3  Ref.  23-3). 
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cessation:  a  meta  analysis.  Journal  of  the  American  Medical  Association  1994;271: 1940-1947.  See  AR 
(Vol.  6  Ref.  64-1). 
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On  the  basis  of  the  voluminous  new  data  on  nicotine  that  have  become  available 
since  1980  and  the  virtually  universal  consensus  that  has  emerged  from  these  data  that 
nicotine  is  highly  addictive  and  produces  other  significant  pharmacological  effects,  FDA 
has  concluded  that  nicotine’s  addictive  and  other  pharmacological  effects  and  uses  are  so 
widely  recognized  that  they  must  be  considered  foreseeable  to  a  reasonable  tobacco 
manufacturer.  The  conclusion  that  nicotine’s  effects  are  so  widely  known  and  foreseeable 
would  have  been  impossible  when  FDA  last  considered  whether  to  regulate  cigarettes 
because  neither  the  definitive  data  nor  the  scientific  consensus  existed. 

b.  Since  1980,  Evidence  Has  Become  Available  That  Consumers  Use 
Tobacco  Predominantly  for  Its  Pharmacological  Effects 

As  described  in  section  II.B.,  above,  evidence  that  consumers  use  a  product 
predominantly  or  nearly  exclusively  for  its  pharmacological  effects  permits  the  Agency  to 
conclude  that  the  product  is  intended  to  affect  the  structure  or  funaion  of  the  body.  The 
Agency  recognizes  that  for  many  years  there  was  general  awareness  of  the  difficulty 
smokers  experienced  in  trying  to  stop  smoking.  Since  1980,  however,  scientific  evidence 
has  shown  that  the  vast  majority  of  smokers  and  users  of  smokeless  tobacco  use  cigarettes 
and  smokeless  tobacco  to  satisfy  addiction  or  for  other  pharmacological  effects.  The 
evidence  that  has  emerged  since  the  last  time  that  FDA  considered  whether  to  regulate 
cigarettes  includes,  for  example: 

•  Evidence  that  77%  to  92%  of  smokers  and  as  many  as  75%  of  young  regular 
smokeless  tobacco  users  are  addicted; 

See  appendix  1  to  Jurisdictional  Analysis,  at  62-83.  See  AR  (Vol.  1  Appendix  1). 

Hughes  JR,  Gust  SW,  Pechacek  TF,  Prevalence  of  tobacco  dependence  and  withdrawal,  American 
Journal  of  Psychiatry  1987;144(2):205-208.  See  AR  (Vol.  66  Ref.  4). 
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•  Evidence  that  a  higher  percentage  of  people  who  use  cigarettes  become  addicted  than 
people  who  use  other  addictive  drugs,  including  cocaine  and  heroin; 

•  Evidence  that,  of  young  people  aged  10  to  22  years,  72.8%  of  daily  smokers  and 
53.8%  of  daily  users  of  smokeless  tobacco  use  tobacco  to  “relax”  themselves; and 

•  Data  demonstrating  that  many  smokers  believe  that  smoking  helps  them  control  their 
weight  and  that  continued  smoking  is  related  to  concerns  about  weight  gain.*^’* 

This  new  evidence,  together  with  some  existing  evidence  that  smokers  use  cigarettes  to 
control  their  moods,  is  sufficient  to  demonstrate  that  cigarette  smokers  and  smokeless 
tobacco  users  consume  tobacco  predominantly  to  satisfy  addiction,  alter  moods,  and 
control  weight.  FDA  would  have  been  unable  to  reach  this  conclusion  in  1980.  At  that 
time  there  was  no  evidence  on  the  proportion  of  smokers  and  smokeless  tobacco  users 
who  were  addicted  to  tobacco  (indeed,  there  was  no  agreement  that  nicotine  was 


Woody  GE,  Cottier  LB,  Cacciola  J,  Severity  of  dependence:  data  from  die  DSM-IV  field  trials.  Addiction 
1993;88:1573-1579.  See  AR(\ol  13  Ref.  150). 

Cottlo"  L,  Comparing  DSM-III-R  and  ICD-10  substance  use  disorders,  Addiction,  1993;88:689-696.  See 
AR  (Vol.  13  Ref.  149). 

Hale  KL,  Hughes  JR,  Oliveto  AH,  et  al..  Nicotine  dependence  in  a  population-based  sample,  in  Problems 
of  Drug  Dependence.  1992,  NIDA  Research  Monograph  132  (Washington  DC  Government  Printing 
Office,  1993).  See  AR  (VoL  39  Ref.  60). 

Depaitmoit  of  Health  and  Human  Smices,  Office  cm  Smoking  and  Health,  Spit  Tobacco  and  Youth 
(Washington  DC:  Government  Printing  Office,  1992),  at  8.  See  AR  (VoL  7  Ref.  76). 

Anthony  JC  Warner  LA  Kessler  RC  Cton^iarative  epidemiology  of  dependence  on  tobacco,  alcohol, 
controlled  substances  and  inhalants:  basic  findings  from  the  National  Comorbidity  Survey,  Experimental 
and  Clinical  Psychopharmacology  1994;2:244-268.  See  AR  (VoL  535  Ref.  96,  vol.  III. A). 

C!enters  for  Disease  Control  and  Prevention,  Reasons  for  tobacco  use  and  symptoms  of  nicotine 
withdrawal  among  adolescent  and  young  adult  tobacco  users — United  States,  1993,  Morbidity  and 
Mortality  Weekly  Report  1994;43(41):745-750,  at  747.  See  AR  (VoL  43  Ref.  162). 

Surgeon  General’s  Report,  1988,  at  438-441.  See  AR  (VoL  129  Ref.  1592). 
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addictive),  and  evidence  on  the  use  of  tobacco  fop  other  pharmacological  effects  was 
insufficient  to  conclude  that  cigarettes  and  smokeless  tobacco  are  consumed 
predominantly  for  their  pharmacological  effects. 

c.  Since  1980,  Evidence  Has  Become  Available  Demonstrating  That 
Tobacco  Manufacturers  Actually  Intend  Their  Products  To  Affect 
the  Structure  and  Function  of  the  Body 

As  described  in  section  n.C.,  above,  FDA  may  also  find  that  cigarettes  and 
smokeless  tobacco  are  “intended  to  affect  the  structure  or  any  function  of  the  body”  on 
the  basis  of  objective  evidence  that  the  manufaaurers  of  these  products  aaually  intend 
them  to  affect  the  structure  or  function  of  the  body.  Such  objective  evidence  includes 
company-funded  research  and  internal  statements  showing  that  the  manufacturers  know  or 
have  knowledge  of  facts  that  would  give  them  notice  that  consumers  are  using  cigarettes 
and  smokeless  tobacco  to  obtain  nicotine’s  pharmacological  effects.  Relevant  objective 
evidence  of  intent  also  includes  evidence  that  manufacturers  have  taken  actions  to  ensure 
that  consumers  obtain  pharmacologically  active  doses  of  nicotine  from  marketed  tobacco 
products. 

As  discussed  in  section  n.,  above,  FDA,  congressional,  and  other  investigations 
into  tobacco  products  over  the  last  two  years  have  uncovered  a  wealth  of  documents  from 
a  wide  range  of  tobacco  companies,  the  vast  majority  of  which  had  not  been  made  public 
by  the  tobacco  industry.  Although  in  some  cases  these  documents  date  back  to  the  early 
1960’s,  they  have  not  been  available  to  the  public  or  to  FDA  until  recently.  As  described 
in  greater  detail  in  seaion  IL,  above,  the  newly  discovered  documents  reveal  the  following 
facts,  among  others,  none  of  which  were  known  when  FDA  last  considered  its  jurisdiction 
over  cigarettes: 
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•  Statements  from  tobacco  company  researchers  and  executives  show  that  the 
tobacco  industry  knows  that  nicotine  is  a- drug,  that  consumers  use  tobacco 
primarily  for  the  pharmacological  effects  of  nicotine,  and  that  nicotine  is  addictive; 

•  The  tobacco  industry  has  conducted  extensive  and  sophisticated  research  to 
understand  precisely  how  nicotine  affects  the  structure  and  function  of  the  body; 

•  The  tobacco  industry  has  conducted  product  development  research  on  how  to 
manipulate  nicotine  delivery  from  cigarettes  to  ensure  that  cigarettes  deliver 
pharmacologically  active  doses  of  nicotine; 

•  The  tobacco  industry  has  manipulated  the  delivery  of  nicotine  from  marketed 
cigarettes  to  maintain  and  enhance  the  delivery  of  nicotine  from  low-yield 
cigarettes  through  the  use  of  higher  nicotine  tobaccos,  chemicals  added  to  tobacco, 
and  selective  filtration  and  ventilation; 

•  The  smokeless  tobacco  industry  has  manipulated  the  delivery  of  nicotine  from 
smokeless  tobacco  to  create  product  lines  with  graduating  nicotine  deliveries,  and 
at  least  one  company  has  used  a  “graduation  strategy”  designed  to  encourage  new 
users  to  begin  with  the  lowest  nicotine  products  and  then  graduate  to  the  higher 
nicotine  products. 

These  facts,  among  others,  demonstrate  that  the  tobacco  industry  knows  that 
consumers  use  their  products  to  obtain  nicotine’s  pharmacological  effects  and  that  they 
have  taken  specific  actions  to  facilitate  that  use.  FDA  has  concluded  on  the  basis  of  this 
new  evidence  that  tobacco  manufacturers  actually  intend  cigarettes  and  smokeless  tobacco 
to  affect  the  structure  or  function  of  the  body. 
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Almost  none  of  the  evidence  of  tobacco  industry  knowledge  and  actions  was 
available  to  the  Agency  when  it  last  declined  to  exercise  jurisdiction  over  cigarettes 
without  claims.  One  comment  argues  that  FDA’s  earlier  decision  not  to  regulate  tobacco 
products  without  claims  is  directly  attributable  to  the  tobacco  industry’s  withholding  of 
material  documents.  Indeed,  Joseph  Califano,  who  was  Secretary  of  the  Department  of 
Health,  Education,  and  Welfare  at  the  time  that  FDA  last  declined  to  regulate  cigarettes, 
has  testified  under  oath  before  Congress  that  he  would  have  “moved  to  regulate”  had  he 
known  what  FDA  now  knows  about  the  internal  tobacco  company  documents.  He 
further  testified  that  he  had  consulted  with  both  President  Jimmy  Carter  and  then  Surgeon 
General  Julius  Richmond  and  both  agreed  that,  had  this  evidence  been  available,  they  too 
would  have  moved  to  regulate."*®  FDA  agrees  with  several  comments  that  argue  that  not 
allowing  FDA  to  change  its  position  on  the  basis  of  this  new  evidence  would  reward  the 
tobacco  industry  for  its  long-successful  efforts  to  conceal  its  knowledge  and  actions 
related  to  nicotine. 

_  •  % 

FDA’s  decision  to  change  its  previous  position  that  cigarettes  and  smokeless 

tobacco  are  not  intended  to  affect  the  structure  or  function  of  the  body  is  thus  based  on  an 
overwhelming  body  of  new  evidence  that  has  become  available  since  FDA  last  considered 
this  issue.  The  new  evidence  persuades  the  Agency  to  conclude  that  its  previous  position 
is  no  longer  consistent  with  the  relevant  facts  and  should  be  changed.  FDA’s  lengthy 
description  of  the  new  evidence  in  the  Jurisdictional  Analysis  and  in  this  document 

Regulation  of  Tobacco  Products  (Part  2):  Hearings  Before  the  Subcommittee  on  Health  and  the 
Environment.  Committee  on  Energy  and  Commerce.  U.S.  House  of  Representatives^  103d  Cong.,  2d 
Sess.  166  (May  17,  1994).  See  AR  (Vol.  708  Ref.  2). 
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provides  a  reasoned  explanation  for  its  change  in  position.  The  Agency’s  new  position  is 
therefore  entitled  to  deference.  American  Trucking,  387  U.S.  at  416. 

C.  NEW  EVIDENCE  THAT  NICOTINE  ADDICTION  IS  A 

PEDIATRIC  DISEASE  PERMITS  EFFECTIVE  REGULATORY 
INTERVENTION 

In  addition  to  the  new  evidence  establishing  that  cigarettes  and  smokeless  tobacco 
are  “intended  to  affect  the  structure  or  any  function  of  the  body,”  new  information 
developed  since  1980  on  young  people’s  use  of  tobacco  products  shows  that  FDA’s 
regulatory  resources  can  be  used  effectively  to  reduce  tobacco-related  disease  and  death. 

Recent  data  establish  that  most  of  the  people  who  suffer  the  adverse  health  consequences 
of  using  cigarettes  and  smokeless  tobacco  begin  tobacco  use  in  childhood  and 
adolescence.  Moreover,  new  data  suggest  that  anyone  who  does  not  begin  tobacco  use  in 
childhood  or  adolescence  is  unlikely  ever  to  begin.  This  information  provides  a  unique 
public  health  opportunity  to  substantially  reduce  the  more  than  400,000  deaths  from 
>  tobacco  use  each  year  in  the  United  States.  If  children  and  adolescents  can  be  successfully 
prevented  from  initiating  tobacco  use  and  becoming  addicted  to  cigarettes  and  smokeless 
tobacco,  they  are  unlikely  to  begin  tobacco  use  later  in  life,  thereby  preventing  the  onset  of 
tobacco-related  disease  and  premature  death. 

Major  recent  reports  have  emphasized  the  effectiveness  of  legislative  and 
regulatory  interventions  that  focus  on  restricting  children’s  acc^s  to  tobacco  products  and 
on  reducing  the  appeal  of  tobacco  products  to  youth."*^  Before  the  importance  of  youth- 
centered  interventions  was  identified,  the  regulatory  approaches  available  under  the  Act  to 

Department  of  Health  and  Human  Services,  Office  on  Smt^dng  and  Health,  Preventing  Tobacco  Use 
Among  Young  People:  A  Report  of  the  Surgeon  General  (Washington,  DC:  Government  Printing  Office, 

1994)  (hereinafter  cited  as  Surgeon  General’s  Report,  1994).  See  AR  (VoL  133  Ref.  1596). 
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address  tobacco-related  disease  and  death,  such  as  removal  of  the  products  from  the 
market,  were  not  believed  to  be  feasible.  It  is  now  apparent,  however,  that  FDA’s 
authority  to  restrict  the  sale,  distribution,  and  use  of  cigarettes  and  smokeless  tobacco  to 
people  under  the  age  of  eighteen  is  an  effective  tool  to  reduce  the  adverse  health 

f— ' 

consequences  of  tobacco  use.  Thus,  asserting  jurisdiction  over  cigarettes  and  smokeless 
tobacco  now  presents  an  opportunity  to  use  the  Agency’s  resources  effectively  for 
substantial  public  health  gains. 

1/  New  Information  Shows  that  Cigarette  and  Smokeless  Tobacco  Use 
Begins  Almost  Exclusively  in  Childhood  and  Adolescence 

Although  it  has  long  been  known  that  some  people  begin  tobacco  use  before 
adulthood,  definitive  analyses  of  data  published  in  the  1990’s  have  revealed  that  the  vast 
majority  of  tobacco  users  begin  their  use  while  children  or  adolescents.  Moreover,  new 
evidence  shows  that  children  and  adolescents  are  beginning  to  smoke  at  younger  ages  than 
ever  before.  The  new  analyses  show  that  the  average  age  when  people  first  try  smoking  a 
cigarette  is  14.5  years  of  age,"*^  82%  of  adults  who  have  ever  smoked  had  their  first 
cigarette  before  age  18,  and  more  than  half  of  them  had  already  become  regular  smokers 
by  that  age."*^  Recent  analyses  also  show  that  the  mean  average  age  when  people 
become  daily  smokers  is  17.7  years  of  age.“*^  These  data  have  critical  implications  for 
public  health  interventions.  As  stated  by  the  Surgeon  General  in  1994,  “[njearly  all  first 


““W.  at67. 
"“W.  at65. 
at67. 
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use  of  tobacco  occurs  before  high  school  graduation;  this  finding  suggests  that  if 
adolescents  can  be  kept  tobacco-free,  most  will  never  start  using  tobacco.”^*^ 

Not  only  does  tobacco  use  begin  predominantly  among  children  and  adolescents, 
but  recent  evidence  shows  that  more  and  more  children  and  adolescents  are  using  tobacco. 
Approximately  three  million  American  youths  currently  smoke  and  an  additional  one 
million  adolescent  males  use  smokeless  tobacco."*^  Despite  a  decline  in  smoking  rates  in 
most  segments  of  the  American  adult  population,  the  rates  among  children  and  adolescents 
have  recently  begun  to  rise."*^  Tobacco  use  has  been  increasing  among  eighth  and  tenth 
graders  in  each  of  the  last  four  years.  In  December  1995, 19%  of  eighth  graders  and  29% 
of  tenth  graders  reported  having  smoked  in  the  last  30  days,  an  increase  of  one-third  since 
1991  1188  Tobacco  use  has  also  been  increasing  among  high  school  seniors  in  each  of  the 
last  three  years.  In  December  1995, 33.5%  of  high  school  seniors  reported  having 
smoked  in  the  last  30  days,  an  increase  of  one-fifth  since  1992.“*’ 


Centers  f(»  Disease  Qmtiol  and  PreventicHi,  Cigarette  smoking  among  adults-United  States,  1991, 
Mortality  and  Morbidity  Weekly  Report,  1993;42(12):230-233.  See  AR  ( VoL  2  Ref.  17-1). 

Johnston  LD,  O’Malley  PM,  Bachman  JG,  National  Survey  Results  on  Drug  Use  from  the  Monitoring  the 
Future  Study  1 975-1993.  Vol.  I:  Secondary  School  Students,  NIH  Pub.  No.  94-3809  (Rockville,  MD: 
National  Institute  on  Drug  Abuse,  1994),  at  9,  19.  See  AR  (VoL  2  Ref.  17-1). 

UnivCTsity  of  Michigan,  News  and  Information  Service,  Smoking  rates  climb  among  American  teenagers, 
who  find  smoking  increasingly  acceptable  and  seriously  underestimate  the  risks  (Jul.  20, 1995),  at  table  1. 
SeeAR(VoL3Ref.  10-2). 

Price  J,  Teai  smoking,  marijuana  use  increase  sharply,  study  shows,  Washington  Times  (Dec.  16, 
1995),  at  A2.  See  AR( Vol.  711  Ref.  5). 
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There  has  been  a  similar  increase  in  smokeless  tobacco  use  by  young  people.  Over 
the  past  25  years,  the  market  for  smokeless  tobacco  has  shifted  dramatically  from  adults  to 
young  people.  Jurisdictional  Analysis,  60  FR  41748.  For  example,  use  of  moist  snuff 
among  males  aged  18-19  increased  from  0.5%  in  1970  to  7.5%  in  1991."^  Current  use 
of  smokeless  tobacco  by  children  and  adolescents  is  high  and  begins  early.  School-based 
surveys  in  1991  estimated  that  19.2%  of  ninth-  to  twelfth-grade  boys  use  smokeless 
tobacco."^'  Among  high  school  seniors  who  had  ever  tried  smokeless  tobacco,  73%  did 
so  by  the  ninth  grade.“’^ 

This  increase  in  tobacco  use  by  young  people  has  severe  public  health 
consequences.  Although  they  believe  that  they  will  not  become  addicted  to  tobacco, 
recent  data  establish  that  children  and  adolescents  become  addicted  to  nicotine  in  the  same 
manner  as  adults.  Among  smokers  aged  12-17, 70%  already  regret  their  decision  to 
smoke  and  66%  say  they  want  to  quit."^^  Those  who  are  able  to  quit  experience 
withdrawal  symptoms  and  relapse  rates  similar  to  those  reported  in  adults."^  As  stated  in 
a  study  of  youthful  smoking  sponsored  by  the  Can^ian  affiliate  of  Brown  &  Williamson: 

Centers  for  Disease  Control  and  Prevoition,  Office  of  Smoking  and  Health,  unpublished  data. 

Informal  communication  between  Office  of  Smoking  and  Health  and  Ann  Witt,  FDA. 

Kann  L,  Warren  W,  Collins  JL,  Results  from  the  national  school-based  1991  youth  risk  behavior 
survey  and  progress  toward  achieving  related  youth  objectives  for  the  nation.  Public  Health  Reports, 

1993;108(Supp.l):47-54.  See  AR  (VoL  4  Ref  24). 

Surgeon  General’s  Report,  1994,  at  101.  See  AR  (Vol.  133  Ref  15%). 

The  George  H.  Gallup  International  Institute,  Teenage  Attitudes  and  Behavior  Concerning  Tobacco- 
Report  of  the  Findings  (Sep.  1992),  at  54.  See  AR  (VoL  36  Ref.  381). 

Clenters  for  Disease  Control  and  Prevention,  Reasons  for  tobacco  use  and  symptoms  of  nicotine 
withdrawal  among  adolescent  and  young  adult  tobacco  users-United  States,  1993,  Morbidity  and 
Mortality  Weekly,  1994;43(41): 745-750.  See  AR  (Vol.  2  Ref  14-1).  See  AR  (VoL  2  Ref  14-1). 
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The  desire  to  quit  seems  to  come  earlier  now  than  before,  even  prior  to  the 
end  of  high  school.  In  fact,  it  often  seems  to  take  hold  as  soon  as  the 
recent  starter  admits  to  himself  that  he  is  hooked  on  smoking.  However, 
the  desire  to  quit,  and  aaually  carrying  it  out,  are  two  quite  different 
things,  as  the  would-be  quitter  soon  learns."’^ 

A  child  or  adolescent  whose  cigarette  use  continues  into  adulthood  increases  his  or 
her  risk  of  dying  from  cancer,  cardiovascular  disease,  or  lung  disease."^  Indeed, 
approximately  one  out  of  every  three  young  people  who  become  regular  smokers  will  die 
prematurely  as  a  result."^’  Moreover,  the  younger  one  begins  to  smoke,  the  more  likely 
one  is  to  become  a  heavy  smoker  and  suffer  from  smoking-related  diseases."^* 

Smokeless  tobacco  use  can  cause  oral  cancer  and  the  risk  increases  with  increased 
exposure  to  smokeless  tobacco  use."^  One  study  of  1 17  high  school  students  who  were 


Surgeon  General’s  Report,  1994,  at  78.  See  AR  (VoL  133  Ref.  1596). 

Kwechansky  Marketing  Research  for  Imperial  Tobacco,  Ltd.,  Project  Plus/Minus  (May  7, 1982),  in 
Study  HighUghts.  See  AR  (VoL  21  Ref.  214). 

McGirmis  JM,  Foege  WH,  Actual  causes  of  death  in  the  United  States,  Journal  of  the  American 
Medical  Association,  1993;27(X18):2207-2212.  Se«  AR  (Volf277  Ref.  3906). 

Memorandum  from  Eriksen  MP  (CDC)  to  Lorraine  C  (FDA)  (Aug.  7, 1995);  CDC  Fact  Sheet  based 
on  Piorce  JP,  Fimre,  MC^  Novomy,  TE,  et  al..  Trends  in  cigarette  smoking  in  the  United  States:  projections 
to  die  year  2000,  Journal  of  the  American  Medical  Association  1989;261:61-65  and  Peto  R,  Lopez  AD, 
Boreham  J,  et  al..  Mortality  from  Smoking  in  Developed  Countries,  1950-2000:  Indirect  Estimates  from 
National  Vital  Statistics  (Oxford:  Oxford  University  Press,  1994);  Centers  for  Disease  dkmtrol  and 
Prevoitimi,  Office  on  Smoking  and  Health,  unpublished  data  from  the  1986  National  Mentality 
FoUowback  Survey.  See  AR  (VoL  711  Ref.  20). 

Taioli  E,  Wyder  EL,  Effect  of  die  age  at  which  smoking  begins  on  frequency  of  smoking  in  adulthood. 
New  England  Journal  of  Medicine,  1991;325(13):968-969.  See  AR  (Vol.  101  Ref.  876). 

Escobedo  LG,  Marcus  SE,  Holtzman  D,  Sports  participation,  age  of  smoking  initiation,  and  the  risk 
of  smoking  among  U.S.  high  school  students.  Journal  of  the  American  Medical  Association, 
1993;269(11):1391-1395.  See  AR  (VoL  75  Ref.  149). 

Department  of  Health  and  Human  Swvices,  The  Health  Consequences  of  Using  Smokeless  Tobacco: 

A  Report  of  the  Advisory  Committee  to  the  Surgeon  General  (1986)  (Washington  DC:  DHHS),  at  44.  See 
AR(Vol.  128  Ref.  1591). 
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smokeless  tobacco  users  revealed  that  nearly  50%  had  oral  leukoplakia,  a  precancerous 
lesion  that  cannot  be  scraped  Five  percent  of  oral  leukoplakias  become  malignant 
in  5  years. Tobacco  use,  which  overwhelmingly  begins  in  childhood,  is  ultimately 
responsible  for  over  400,000  deaths  each  year  in  the  United  States.*^®^ 

2.  New  Information  Shows  that  Effective  Restrictions  on  Access  and 
Advertising  to  Children  and  Adolescents  Can  Decrease  Tobacco  Use 
by  Children 

Despite  laws  in  every  State  making  it  illegal  for  minors  to  purchase  tobacco, 

America’s  children  have  easy  access  to  tobacco  products  and  are  subjected  to  pervasive 
advertising  images  that  portray  tobacco  use  in  terms  that  are  highly  attractive  to  them.  As 
described  in  the  Proposed  Rule,  60  FR  41321-41338  (Aug.  11, 1995)  and  in  sections  IV 
and  VI.D.6  of  the  final  rule,  recent  studies  have  shown  that  regulatory  programs  that  are 
effective  in  restricting  access  to  tobacco  products  by  those  under  18,  and  that  restrict 
advertising  of  these  products  can  substantially  reduce  illegal  tobacco  use  by  children  and 
adolescents. 

State  laws  prohibiting  the  purchase  of  tobacco  by  minors  are  rarely  enforced‘^“ 
and  a  significant  percentage  of  underage  smokers  are  able  to  obtain  cigarettes  through 

Greer  RO,  Poulson  TC,  Oral  tissue  alterations  associated  with  the  use  of  smokeless  tobacco  by  teen¬ 
agers,  Oral  Surgery.  Oral  Medicine,  Oral  Pathology,  l983;56(3):275-284.  See  AR  (Vol.  5  Ref.  95). 

Surgeon  General’s  Report,  1994,  at  39.  See  AR  (VoL  133  Ref.  1596). 

Surgeon  General’s  Rqxirt,  1994,  at  39.  See  AR  (VoL  133  Ref.  1596). 

Centers  for  Disease  Control  and  Prevention,  Cigarette  smoking-attributable  mortality  and  years  of 
potential  life  lost— United  States,  1990,  Morbidity  and  Mortality  Weekly  Report,  1993;42(33):645-649. 

AR(Vol.4Ref43). 

Department  of  Health  and  Human  Services,  Office  of  the  Inspector  General,  Youth  Access  to  Tobacco 
(Washington  DC:  DHHS,  Publication  No.  OEI-02-9 1-00880,  Dec.  1992),  at  5-8.  See  AR  (Vol.  14  Ref. 

19-1). 
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vending  machines  and  over-the-counter  sales.^^*^  Studies  show  that  most  children  and 
adolescents  who  use  tobacco  products  purchase  their  own  cigarettes  and  smokeless 
tobacco.  The  1994  Surgeon  General’s  Report,  Preventing  Tobacco  Use  Among  Young 
People y  examined  13  studies  of  over-the-counter  sales  and  determined  that  approximately 
67  percent  of  minors  are  able  to  purchase  tobacco  illegally.  Moreover,  successful 
cigarette  purchases  by  children  and  adolescents  fiom  vending  machines  averaged  88%. 

In  addition  to  over-the-counter  and  vending  machine  purchases,  many  children  and 
adolescents  receive  cigarettes  and  smokeless  tobacco  through  free  samples  distributed  by 
tobacco  manufacturers  at  shopping  malls,  zoos,  baseball  games,  rock  concerts,  and 
through  the  mail.*^  Even  elementary  school  children  receive  firee  samples.‘“’ 

Distributing  free  samples  of  “starter'’  brands  to  young  people  has  been  a  cornerstone  of 
the  successful  campaign  to  boost  moist  snuff  sales  by  the  largest  smokeless  tobacco 


Kusserow  RP,  Depaitment  of  Health  and  Human  Services,  Office  of  the  Inspector  General,  Youth  Access 
to  Tobacco  (Washington  DC:  DHHS,  Publication  No*  OEI-02-9()*02310,  May  1990X  at  3-5.  See  AR 
(Vol.  4  Ref.  19-2). 

Battelle  fw  Clenters  ftH*  Disease  Ckmtrol  and  Prevention,  Office  of  Smcddng  and  Health,  Design  of 
Inspection  Surveys  for  Vendor  Compliance  with  Restrictions  on  Tobacco  Sales  to  Minors  {Apt.  1994),  at 
14. 18.  See  AR  (VoL  49  Ref.  529). 

Surgeon  General’s  Report,  1994,  at  249.  See  AR  (Vol.  133  Ref.  15%). 

Davis  RM,  Jason  LA  The  distribution  of  firee  dgarette  sanq)les  to  minors,  American  Journal  of 
Preventive  Medicine,  1988;4(l):21-26.  AR(VoL  7  Ref.  70-1). 

Departmait  of  Health  and  Human  Services,  Reducing  the  Health  Consequences  of  Smoking:  25  Years  of 
Progress,  A  Report  of  the  Surgeon  General  (WashingKm  DC:  DHHS,  1989),  at  597.  See  AR  (Vol.  130 
Ref.  f593). 

Davis  RM,  Jason  LA  The  distribution  of  firee  cigarette  samples  to  minors,  American  Journal  of 
Preventive  Medicine,  1988;4(l):21-26.  See  AR  (VoL  7  Ref.  70-1). 
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manufacturer.’^®*  See  also  section  II.D.,  above.  The  distribution  of  free  samples  to 
minors  occurs  despite  the  industry’s  voluntary  code  against  distributing  tobacco  products 
to  minors. 

Recent  studies  have  shown  that  effective  youth  access  restrictions  can  reduce 
tobacco  use  by  young  people.  In  one  community,  for  example,  a  comprehensive  and 
intense  community  intervention  involving  retailer  licensing,  regular  compliance  checks, 
and  penalties  for  merchant  violations  significantly  reduced  illegal  sales  from  70%  to  less 
than  5%  two  years  later.  Further,  rates  of  experimentation  and  regular  smoking  dropped 
by  more  than  50%  among  seventh-  and  eighth-graders.’^®^  Both  the  Surgeon  General  of 
the  United  States  and  the  Institute  of  Medicine  have  recently  concluded  that  effective, 
enforced  restrictions  on  minor’s  access  to  tobacco  products  are  important  tools  to  reduce 
use  of  tobacco  by  children  and  adolescents.’^’® 

Pervasive  advertising  of  tobacco  products  using  imagery  that  is  attractive  to  young 
people  also  influences  children  and  adolescents  to  use  tobacco  products.  Many  studies 
have  shown  that  young  people  are  aware  of,  respond  favorably  to,  and  are  influenced  by 
cigarette  advertising.’^”  Even  very  young  children  are  aware  of  cigarette  advertisements. 

National  Cancer  Institute,  Strategies  to  Control  Tobacco  Use  in  the  United  States:  A  Blueprint  for 
Public  Health  Action  in  1990’s  (Washington  IXI!:  NIH  Publication  No.  92-3316,  OcL  1991),  at  236.  See 
AR  (Vol.  7  Ref.  72). 

Jason  LA,  Ji  PY,  Aries  MD,  Active  enforcement  of  cigarette  control  laws  in  the  prevention  of  cigarette 
sales  to  minors.  Journal  of  the  American  Medical  Association,  1991;266(22):3159-3161.  See  AR  (Vol.  6, 

Ref  8). 

Surgeon  General’s  Report,  1994,  at  254,  275.  See  AR  (VoL  133  Ref  15%). 

Institute  of  Medicine,  Growing  Up  Tobacco  Free:  Preventing  Nicotine  Addiction  in  Children  and  Youths 
(Washingttm  DC:  National  Academy  Press,  1994),  at  199.  See  AR  (Vol.  6  Ref  1 1). 

Institute  of  Medicine,  Growing  Up  Tobacco  Free:  Preventing  Nicotine  Addiction  in  Children  and 
Youths  (Washington  DC:  National  Academy  Press,  1994),  at  123-124.  See  AR  (Vol.  12  Ref  149-1). 
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One  study  found  that  30%  of  3- year-olds  and  91%  of  6-year-olds  could  identify  Joe  Camel 
as  a  symbol  for  smoking.'^*^  Another  study  found  that  Joe  Camel  was  more  familiar  to 
young  children  than  Ronald  McDonald,  despite  the  fact  that  Ronald  McDonald  appears  in 
television  commercials,  while  cigarette  commercials  do  not  appear  on  the  airwaves.*^*^ 
Moreover,  recent  studies  show  that  campaigns  that  use  imagery  that  is  appealing 
to  children  and  adolescents  arc  successful  in  attracting  young  people  to  those  brands. 
Before  the  Joe  Camel  cartoon  character  was  introduced  in  1986,  Camel  cigarettes  had  less 
than  3%  of  the  youth  market  By  1989,  Camel’s  share  of  the  youth  market  had  risen  to 
8.1%  and,  by  1992, 13-16%  of  smokers  under  18  were  smoking  Camel.  During  this  same 
period,  however,  there  was  no  significant  increase  in  adult  purchases  of  Camel 
cigarettes.^^*^  These  and  other  studies  discussed  in  the  Proposed  Rule,  60  FR  41329- 


Surgeon  General’s  Report,  1994,  at  188-192. 

Tye  JB,  Warner  K,  Glantz  SA,  Tobacco  advertising  and  consumption:  evidence  of  a  causal  relationship. 
Journal  of  Public  Health  Policy.  1987;8:492-508.  See  AR  (VoL  48  Ref.  520). 

Pierce  JP,  Evans  N,  Parkas  AJ,  Tobacco  Use  in  California,  An  Evaluation  of  the  Tobacco  Control 
Program,  1989-1993,  A  Report  to  the  California  Department  of  Health  Services  (San  Diego:  University  of 
California,  1994),  at  85.  See  AR  (VoL  7  Ref.  93). 

Fischer  PM,  MP  Schwartz,  Richards  JW,  Brand  logo  recognitimr  by  childroi  aged  3  to  6  years, 

Mickey  Mouse  and  Old  Joe  the  Camel,  Journal  of  the  American  Medical  Association,  1991  ;266(22):3 145- 
3148.  Se«AR(VoL2Ref.24-2). 

Mizeiski  R,  The  Relationship  Between  Cartoon  Trade  Character  Recognition  and  Product  Category 
Attitude  in  Young  Children,  presented  at  Marketing  &  Public  Policy  Conference  (May  13-14,  1994).  See 
AR  (Vol.  13  Ref.  169). 

Surgeon  (Jeneral’s  Report,  1994,  at  70.  See  AR  (VoL  133  Ref.  15%). 

U.S.  Public  Health  S^vice  and  U.S.  Department  of  Education,  Teenage  Attitudes  and  Practices  Survey 
(1989),  cited  in  Centers  for  Disease  Control  and  Prevention,  (Changes  in  the  cigarette  brand  preferences  of 
adolescent  smokers-United  States,  1989-1993,  Morbidity  and  Mortality  Weekly  Report,  1994;43(32):577- 
581.  See  AR  (VoL  13  Ref.  172). 

The  George  H.  Gallup  International  Institute,  Teenage  Attitudes  and  Behavior  Concerning  Tobacco- 
Report  of  the  Findings  (Sep.  1992),  at  64.  See  AR  (VoL  36  Ref.  381). 
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41333,  and  in  section  VI.D.  of  the  Final  Rule  provide  compelling  evidence  that 
promotional  campaigns  can  be  extremely  effective  in  attracting  young  people  to  tobacco 
products.  Both  the  Surgeon  General  of  the  United  States  and  the  Institute  of  Medicine 
have  concluded  that  unrestricted  advertising  of  cigarettes  and  smokeless  tobacco 
promotes  consumption  of  tobacco  by  young  people.'^*^  Recent  studies  also  show  that 
government  restrictions  on  tobacco  promotion  can  reduce  both  tobacco  consumption  in 
the  population  as  a  whole,  and  initiation  of  tobacco  use  by  young  people.*^*** 

3.  New  Information  Indicates  that  Regulatory  Interventions  Can  Reduce 
Tobacco-Related  Dlness  If  They  Focus  on  Preventing  Children  from 
Becoming  Addicted 

Tobacco  products  have  historically  been  legal  and  widely  available  in  this  country. 

It  was  only  after  millions  of  people  became  legally  addicted  to  the  nicotine  in  cigarettes 
and  smokeless  tobacco  that  health  experts  became  fully  aware  of  the  extraordinary  health 
risks  involved  in  the  consumption  of  these  products.  Consequently,  tobacco  use  has 


Centers  for  Disease  Control  and  Prevention,  Changes  in  the  cigarette  brand  preferoice  of  adolescent 
smokers,  U.S.  1989-1993,  Morbidity  and  Mortality  Weekly  Report.  1994;43(32): 577-581.  See  AR  (VoL  2 
Ref.  25-1). 

Surgeon  General’s  Rqxxt,  1994,  at  10, 159-195.  See  AR  (VoL  133  Ret  1596). 

Institute  of  Medicine,  Growing  Up  Tobacco  Free:  Preventing  Nicotine  Addiction  in  Children  and  Youths 
(WashingUMi  DC:  National  Academy  Press,  1994),  at  131.  See  AR  (VoL  7  Ref.  96). 

1216  Substances  Board,  Wellington,  New  Zealand,  Health  or  Tobacco-an  End  to  Tobacco 
Advertising  and  Promotion  (May  1989).  See  AR  (VoL  14  Ref.  178). 

Smee  C,  Effect  of  Tobacco  Advertising  on  Tobacco  Consumption-A  Discussion  Document  Reviewing  the 
Evidence ,  1-50  (London:  Department  of  Health,  Economics,  and  Operational  Research  Division,  1992) 
(draft).  AR  (VoL  14  Ref.  181). 

Laugeson  M,  Meads  C,  Tobacco  advmising  restrictions,  price,  income  and  tobacco  consumption  in 
OECD  countries,  1960-1986,  British  Journal  of  Addiction  1991;86:1343-1354.  See  AR(VoL  15 
Ref.  185). 
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become  not  only  one  of  the  most  serious  public  health  problems  facing  the  United  States 
today  but  one  of  the  most  difficult  to  solve. 

Because  of  the  grave  health  consequences  of  the  use  of  tobacco  products,  it  has 
been  argued  that  FDA  should  exercise  its  jurisdiaion  to  remove  them  from  the  market. 

As  described  in  the  Proposed  Rule,  60  FR  41348-41349,  and  in  section  I.B  of  the  final 
rule,  however,  a  ban  is  not  a  feasible  approach  to  a  product  to  which  35  to  45  million 
Americans  are  addicted.  Abrupt  removal  of  these  products  from  the  market  could  cause 
widespread  adverse  reactions  and,  in  any  event,  is  unlikely  to  keep  cigarettes  and 
smokeless  tobacco  out  of  the  hands  of  addicted  users.  Black  markets  are  likely  to  develop 
to  supply  addicted  users  with  these  products,  and  these  black  market  products  could  be 
even  more  dangerous  than  those  currently  on  the  market.  Thus,  removal  of  cigarettes  and 
smokeless  tobacco  from  the  market  would  nt^  be  an  effective  use  of  FDA’s  regulatory 
resources.  Before  it  was  understood  that  nicotine  addiction  is  a  pediatric  disejise, 
moreover,  there  was  an  insufficient  basis  to  conclude  that  other  regulatory  approaches 
available  to  FDA  would  constitute  effective  uses  of  the  Agency’s  resources.* 

To  effectively  address  the  death  and  disease  caused  by  tobacco  products,  addiction 
to  cigarettes  and  smokeless  tobacco  must  be  eliminated  or  substantially  reduced,  llie  new 
evidence  that  nicotine  addiction  begins  almost  exclusively  in  childhood  and  adolescence 
demonstrates  that  this  can  be  achieved  by  preventing  children  and  adolescents  from 
starting  to  use  tobacco.  Because  the  new  evidence  suggests  that  anyone  who  does  not 
•begin  tobacco  use  in  childhood  or  adolescence  is  unlikely  ever  to  begin,^^*^  effective 

Surgeon  General’s  Report,  1994,  at  5, 58,  65-67.  See  AR  (VoL  133  Ref.  15%). 
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regulatory  strategies  to  prevent  children  from  initiating  tobacco  use  and  becoming 
addicted  to  nicotine,  including  restrictions  on  access  and  advertising,  are  likely  to  result  in 
a  significant  reduction  in  tobacco-related  illness  and  death.  The  information  that  has 
developed  since  1980  that  nicotine  addiction  is  a  pediatric  disease  thus  provides  a  rationale 
for  regulating  tobacco  in  a  manner  that  is  likely  to  produce  significant  public  health  gains. 

D.  RESPONSE  TO  COMMENTS 

Most  of  the  comments  that  the  Agency  received  generally  recognized  that  an 
agency  may  change  its  position  under  appropriate  circumstances.  The  comments  differed 
widely,  however,  on  whether  such  circumstances  are  present  in  this  proceeding. 

1 .  Some  tobacco  industry  comments  assert  that  relevant  circumstances  are 

unchanged  since  1980 — the  date  of  the  ASH  decision  and  the  last  time  the  Agency 
evaluated  this  issue — ^and  that  therefore  the  Agency  cannot  offer  a  reasoned  explanation 
for  its  change  in  position.  Other  comments  differ  sharply  and  contend  that  the  available 
data  have  grown  substantially.  One  conament  stated  that  FDA  has  “obtained  and 
considered  substantial,  new  relevant  data  never  previously  considered,  analyzed,  or  known 
by  the  FDA,  never  previously  presented  to  or  considered  by  Congress,  and  apparently, 
intentionally  withheld  by  the  tobacco  industry  from  the  FDA,  Congress,  and  the  American 
public.”*^^*  The  Agency  agrees  that  the  evidence  available  to  FDA  today  is  far  greater 
than  the  data  available  in  1980. 

Of  the  comments  contending  that  there  has  been  no  change  in  the  legally  relevant 
facts  since  1980,  one  comment  asserts  that,  because  it  has  been  widely  reported  for 


Coalition  on  Smoking  or  Health,  Comment  (Jan.  2,  1996),  at  6.  See  AR  (Vol.  533  Ref.  102). 
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centuries  that  nicotine  has  “drug  effects,”  there  cannot  be  any  new  information  on 
nicotine’s  drug  effects  that  would  warrant  a  change  in  the  Agency’s  jurisdiction.  This 
contention  is  unpersuasive.  Although  the  Agency  recognizes  that  nicotine  has  long  been 
known  to  have  some  “drug  effects,”  as  set  forth  in  this  section  and  in  section  II.  above, 
both  the  scientific  understanding  of  nicotine’s  effects  and  the  nature  of  the  effects  that  are 
known  to  occur  have  changed  dramatically  since  the  last  time  that  FDA  considered  its 
jurisdiction  over  tobacco  products.  The  fact  that  nicotine  is  now  universally  recognized  as 
highly  addictive,  but  was  generally  unrecognized  as  such  before  1980,  adequately 
demonstrates  the  change  in  evidence  on  the  nature  of  nicotine’s  drug  effects.  In  addition, 
there  has  been  a  dramatic  change  in  the  evidence  of  consumers’  use  of  tobacco  products 
primarily  for  their  pharmacological  effects  and  on  the  tobacco  industry’s  knowledge  of 
nicotine’s  pharmacological  effects  and  deliberate  manipulation  of  nicotine  levels.  Ifie  new 
evidence  on  these  issues  fully  warrants  a  change  in  position. 

Tobacco  industry  comments  further  assert  that  tobacco  industry  research  or 
studies  comparable  to  such  research  were  available  in  published  scientific  literature  before 
1980.  The  Agency  notes  that  none  of  the  evidence  of  tobacco  industry  research  on 
nicotine  was  presented  to  the  Agency  in  support  of  the  ASH  petitions.  Hie  fact  that  a  few 
pieces  of  this  evidence  existed  in  1980  but  were  never  collected  in  one  place  or  brought  to 
the  Agency’s  attention,  moreover,  is  clearly  not  equivalent  to  the  overwhelming 
accumulation  of  newer  evidence  before  the  Agency  today,  especially  when  coupled  with 
the  recent  virtual  consensus  reached  by  the  scientific  community  regarding  the  addictive 
nature  of  nicotine. 


594 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations  45251 

IV.D. 

Similarly,  some  comments  assert  that,  because  ASH  alleged  in  1977  that  nicotine 
was  addictive  and  that  many  consumers  used  cigarettes  to  satisfy  addiction,  there  has  been  . 
no  change  to  justify  a  new  policy.  ASH’s  allegations,  however,  did  not  constitute 
evidence.  FDA  must  make  its  decisions  on  the  basis  of  well-founded  scientific  facts. 

Today  there  is  a  well-founded  consensus  that  nicotine  is  addictive  in  a  huge  proportion  of 
its  consumers.  Neither  the  consensus  nor  the  data  to  support  it  existed  when  FDA 
responded  to  the  ASH  petitions. 

2.  Comments  both  in  favor  of  and  opposed  to  the  Agency’s  changed  position 
discuss  the  current  applicability  of  Federal  Trade  Commission  v.  Liggett  &  Myers 
Tobacco  Co.,  108  F.  Supp.  573  (S.D.N.Y.  1952),  aff’d  mem.,  203  F.2d  955  (2d  Cir. 

1953).  One  comment  explained  that  the  Liggett  &  Myers  decision  underscores  the 
dramatic  change  in  the  quality  and  quantity  of  the  evidence  over  the  decades.  The  Agency 
agrees  with  that  conmient.  The  Liggett  &  Myers  court,  whose  decision  predated  the  1964 
Surgeon  General’s  Report,  found  that  the  “soothing”  properties  of  cigarettes  were 
insufficient  to  establish  that  cigarettes  were  intended  to  affect  the  structure  or  function  of 
the  body.  Id.  at  576-577  (“[M]any  things  soothe  the  troubled  mind  of  modem  man  and  I 
do  not  feel  that  this  is  the  type  of  effect  which  the  statute  contemplates.”).  No  evidence 
was  presented  to  the  court  to  show  that  any  “soothing”  effects  of  cigarettes  were  due  to 
nicotine  or  were  even  pharmacological  in  nature.  FDA’s  current  initiative  is  not  based  on 
unspecified  “soothing”  properties  of  cigarettes,  but  on  the  significaiit  pharmacological 
effects  of  the  drug  nicotine,  including  its  addictive  effects,  consumer  use  of  tobacco  for 
these  effects,  and  on  the  tobacco  industry’s  knowledge  of  nicotine’s  effects  and  its 
deliberate  manipulation  of  nicotine  delivery. 
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3.  One  public  interest  group  comment  asserts  that  there  need  not  be  any 
change  in  the  underlying  evidence  for  FDA  to  revise  its  application  of  the  Act; 
disagreement  with  the  prior  policy  alone  is  sufficient  The  Agency  agrees  that  the  case  law 
supports  this  proposition.  See^  e.g..  Rust,  500  U.S.  at  187;  Chevron,  467  U.S.  at  865. 

The  Agency’s  change  in  position  is  fully  justified,  however,  by  the  overwhelming  new 
evidence  that  has  become  available  to  FDA  since  1980.  The  Agency  also  notes  that  a 
change  in  the  case  law  can  justify  a  change  in  position  and  that  new  case  law  on  “intended 
use”  since  1980  provide  further  support  for  the  Agency’s  determination  that  cigarettes  and 
smokeless  tobacco  are  intended  to  affect  the  structure  and  funaion  of  the  body. 

4.  One  coi^ent  argues  that  public  attention  on  the  health  consequences  of 
tobacco  has  changed  its  focus  over  the  decades  from  tar  content  to  nicotine  addiction. 

That  is,  until  the  mid- 1 980’ s,  public  perception  of  the  dangers  of  cigarette  smoking  was  on 
tar  and  the  components  of  tar  rather  than  on  the  addictiveness  of  nicotine.  The  Agency 
fmds  that  this  historical  point  further  supports  the  Agency’s  changed  position  regarding  its 
jurisdiction  over  tobacco  products  without  claims. 

5.  One  comment  states  that  new  disclosures  since  the  issuance  of  the 
Jurisdictional  Analysis  provide  further  support  for  FDA’s  assertion  of  jurisdiction.  The 
Agency  agrees  that  the  evidence  demonstrating  that  manufacturers  of  tobacco  products 
intend  to  affea  the  structure  and  function  of  the  body  has  continued  to  accumulate. 

In  sum,  after  review  of  all  of  the  comments,  the  Agency  fmds  that  a  change  in 
FDA’s  position  on  jurisdiction  over  cigarettes  and  smokeless  tobacco  is  warranted  by  the 
new  evidence. 
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V.  CONGRESS  HAS  NOT  PRECLUDED  OR  PREEMPTED  FDA  FROM 

REGULATING  CIGARETTES  AND  SMOKELESS  TOBACCO 

The  comments  of  the  tobacco  industry  and  others  assert  that  Congress  has 
precluded  or  preempted  the  Agency  from  regulating  cigarettes  and  smokeless  tobacco.  As 
described  in  this  section,  the  Agency  disagrees.  Contrary  to  the  position  of  the  tobacco 
industry.  Congress  has  neither  expressly  nor  impliedly  preempted  or  precluded  FDA  from 
regulating  tobacco  products.  The  language  of  the  Federal  Food,  Drug,  and  Cosmetic  Aa 
(the  Act)  does  not  preclude  FDA  jurisdiction.  Indeed,  the  history  of  FDA’s  regulation  of 
tobacco  shows  that  Congress  understood  that  FDA  could  regulate  tobacco  products  when 
an  intent  to  affect  the  structure  or  function  of  the  body  is  established.  Moreover,  FDA’s 
assertion  of  jurisdiction  is  fully  consistent  with  the  narrowly  crafted  preemption  provisions 
in  the  Federal  Cigarette  Labeling  and  Advertising  Act  and  the  Comprehensive  Smokeless 
Tobacco  Health  Education  Act  and  with  the  existence  of  other  statutes  that  address 
tobacco  products. 

A.  THE  PLAIN  LANGUAGE  OF  THE  FEDERAL  FOOD,  DRUG,  AND 
COSMETIC  ACT  DOES  NOT  PRECLUDE  FDA  JURISDICTION 
OVER  TOBACCO  PRODUCTS 

“(Tlhe  first  place  where  we  must  look  to  see  if  Congress  has  spoken  to  the  issue 
with  which  we  are  concerned  and  whether  congressional  intent  in  that  regard  is  clear  is  the 
face  of  the  statute.”  Kofa  v.  INS,  60  F.3d  1084, 1088  (4th  Cir.  1995);  see  also  Time 
Warner  Cable  v.  Doyle,  66  F.3d  867,  875  (7th  Cir.  1995),  cert,  denied,  1 16  S.  Ct.  974 
(1996).  In  the  instant  case,  the  express  language  of  the  Act  does  not  exclude  tobacco 
products  from  FDA’s  jurisdiction.  The  key  language  that  defines  dnigs  and  devices  as 
products  “intended  to  affect  the  structure  or  any  function  of  the  body”  nowhere  excludes 
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tobacco  products.  Because  Congress  has  not  excluded  tobacco  products  from  the  drug 
and  device  definitions  under  the  Act,  it  cannot  be  said  to  be  clear  that  Congress  intended 
to  preclude  FDA  from  regulating  cigarettes  and  smokeless  tobacco.  See  Central  Bank  of 
Denver  v.  First  Interstate  Bank  of  Denver,  1 14  S.  Ct.  1439, 1448  (1994)  (Congress  ' 
knows  how  to  enact  legislation  expressly). 

Congress  is  able  to  exclude  and  has  excluded  specific  products,  including  tobacco 
products,  from  a  statute’s  reach  when  it  wishes  to  do  so.  For  example.  Congress  has 
expressly  excluded  other  products  from  FDA’s  jurisdiction  under  the  Act.  See,  e.g.,  21 
U.S.C.  321(i)  (excluding  “soap”  from  definition  of  “cosmetic”);  21  U.S.C.  392  (excluding 
meat  products  to  the  extent  that  they  are  covered  by  the  Meat  Products  Inspection  Act); 

21  U.S.C.  32l(s)  (excluding  pesticides  from  the  definition  of  food  additive  under  certain 
circumstances).  Moreover,  Congress  has  expressly  excluded  tobacco  products  from  the 
reach  of  other  regulatory  statutes.  See  15  U.S.C.  2()52(aXlXB)  (excluding  “tobacco  and 
tobacco  products”  from  the  definition  of  “consumer  products”  in  the  Consumer  Product 
Safety  Aa);  15  U.S.C.  1261(fX2)  (excluding  “tobacco  and  tobacco  products”  from  the 
definition  of  “hazardous  substance”  in  the  Federal  Hazardous  Substances  Aa);  15  U.S.C. 
2602(2XBXiii)  (excluding  “tobacco  or  any  tobacco  product”  from  the  definition  of 
“chemical  substance”  in  the  Toxic  Substances  Control  Aa);  21  U.S.C.  802(6)  (excluding 
“tobacco”  from  the  definition  of  “controlled  substance”  in  the  Controlled  Substances  Aa); 

15  U.S.C.  1459(aXl)  (excluding  “tobacco  or  tobacco  product”  from  the  definition  of 
“consumer  commodity”  in  the  Fair  Packaging  and  Labeling  Aa).  Indeed,  tobacco  is 
excluded  from  the  definition  of  “dietary  supplement”  under  the  Act,  but  no  similar 
exclusion  appears  in  the  definition  of  “drug”  or  “device.”  See  21  U.S.C.  321(g),  (h),  (ff). 
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Accordingly,  the  absence  of  an  express  exclusion  from  the  Act  for  tobacco  demonstrates 
that  Congress  has  chosen  not  to  exclude  from  FDA’s  jurisdiction  tobacco  products  that 
fall  within  the  Act’s  definitions  of  “dmg”  or  “device.”  Because  Congress  chose  not  to 
exclude  tobacco  products  from  the  reach  of  the  Act,  the  Agency  need  not  read  an 
exemption  into  the  Aa  administratively. 

B:  THE  LEGISLATIVE  HISTORY  OF  THE  FEDERAL  FOOD,  DRUG, 

AND  COSMETIC  ACT  DEMONSTRATES  THAT  FDA’S 
JURISDICTION  OVER  TOBACCO  PRODUCTS  IS  NOT 
PREEMPTED  OR  PRECLUDED 

Several  comments  from  the  tobacco  industry  and  others  assert  that  FDA  lacks 
jurisdiction  over  cigarettes  and  smokeless  tobacco  without  therapeutic  claims  because 
FDA  communicated  its  prior  position  to  Congress  and  Congress  “acquiesced”  in  that 
interpretation  by  failing  to  enaa  legislation  expressly  authorizing  FDA  to  regulate  tobacco 
without  therapeutic  claims.  These  comments  cite  to  unenacted  legislation  that,  if  passed, 
would  have  explicitly  granted  jurisdiction  over  tobacco  products  to  FDA,  and  they 
contend  that  Congress’  failure  to  enact  these  bills  demonstrates  that  Congress  concluded 
that  FDA  should  not  have  jurisdiction  over  cigarettes.  These  comments  variously  rely  on 
Flood  V.  Kuhn,  407  U.S.  258  (1972),  Zemel  v.  Rusk,  381  U.S.  1, 11  (1965),  United  States 
V.  Rutherford,  442  U.S.  544  (1979),  NLRB  v.  Bell  Aerospace  Co.,  416  U.S.  267, 274-275 
(1974),  United  States  v.  Leslie  Salt  Co.,  350  U.S.  383, 396-397  (1956),  and  Ruhe  v. 

Bergland,  683  F.2d  102, 104  (4th  Cir.  1982). 

FDA  disagrees  with  these  comments  on  three  independent  grounds.  Congress’ 
failure  to  enact  legislation  explicitly  granting  FDA  authority  over  tobacco  products  does 
not  preclude  FDA’s  assertion  of  jurisdiction  over  tobacco  products  because:  (1)  Congress 
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has  long  known  that  FDA  asserts  jurisdiction  over  tobacco  products  that  are  intended  to 
affect  the  structure  or  function  of  the  body  and  has  taken  no  action  to  alter  this 
interpretation  of  FDA’s  jurisdiction;  (2)  even  if  Congress  has  acquiesced  in  an 
interpretation  that  FDA  lacks  jurisdiction,  the  Supreme  Court  has  made  clear  that 
congressional  acquiescence  in  an  Agency’s  interpretation  cannot  be  used  to  prevent  the 
Agency  from  changing  that  interpretation;  and  (3)  the  Supreme  Court  has  rejected  the 
argument  that  Congress’  failure  to  adopt  legislation  or  amendments  to  a  statute  can  be 
used  to  interpret  a  law  adopted  by  a  prior  Congress. 

First,  the  Agency  does  not  agree  that  Congress  has  ratified  or  otherwise 
acquiesced  in  an  interpretation  of  the  Act  that  precludes  FDA  regulation  of  cigarettes  and 
smokeless  tobacco  that  are  intended  to  affea  the  structure  or  function  of  the  body.  As 
discussed  in  section  FV.,  above,  FDA  has  long  exercised  legal  authority  to  regulate 
tobacco  products  when  the  evidence  established  that  the  products  had  intended  uses  that 
fell  within  the  Act’s  definition  of  a  “drug.”  See,  e.g.,  U.S.  Department  of  Agriculture 
Service  and  Regulatory  Announcements,  No.  13  (1914);^^^^  United  States  v.  354  Bulk 
Cartons . . .  Trim  Reducing-Aid  Cigarettes,  178  F.  Supp.  847,  851  (D.N.J.  1959) 

(cigarettes  claimed  to  reduce  weight  were  drugs  because  they  were  intended  to  affect  the 
structure  or  function  of  the  body);  United  States  v.  46  Cartons,  More  or  Less,  Containing 
Cigarettes,  113  F.  Supp.  336, 338-339  (D.N.J.  1953)  (cigarettes  claimed  to  prevent 
respiratory  diseases  were  drugs  because  they  were  intended  to  treat  or  prevent  disease). 

Indeed,  as  the  comments  point  out,  FDA  has  repeatedly  told  Clongress  that  a  tobacco 

The  USDA  citation  appears  in  the  Joint  Comment  of  the  Cigarette  Manufacture  Comment  (Jan.  2, 

19%),  VoL  1.  at  5.  See  AR  (Vol  535  Ref.  %). 
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product  that  falls  within  the  definition  of  a  drug  or  device  because  it  was  promoted  to  treat 
disease  or  to  affect  the  structure  or  function  of  the  body  would  be  within  the  Agency’s 
jurisdiction.  See,  e.g.,  Hearings  Before  the  Consutner  Subcomm.  of  the  Senate  Comm,  on 
Commerce  on  S.  1454, 92d  Cong.,  2d  Sess.  239  (1972)  (FDA  Commissioner  Charles  C. 

Edwards  testified  that  “cigarettes  and  other  tobacco  products  would  be  drugs  subject  to 
the  Federal  Food,  Drug,  and  Cosmetic  Act  if  medical  claims  are  made  for  the  product . . . 

[or]  if  recommended  for  use  in  controlling  appetite . . .”). 

Second,  even  if  the  Agency  had  consistently  interpreted  the  Act  to  preclude  FDA 
regulation  of  tobacco  products  even  when  they  were  intended  to  affect  the  stmaure  or 
function  of  the  body,  the  legislative  history  cited  by  the  tobacco  industry  would  not 
preclude  FDA  from  changing  its  interpretation.  Acquiescence  in  an  agency  interpretation 
can  be  used  only  to  confirm  that  an  agency  is  acting  within  its  authority,  not  to  prevent  an 
agency  from  changing  its  interpretation.  Motor  Vehicle  Mfrs.  Ass'n  v.  State  Farm  Mut. 

Auto.  Ins.  Co.,  463  U.S.  29, 45  (1983)  (“While  an  agency’s  interpretation  of  a  statute  may 
be  confirmed  or  ratified  by  subsequent  congressional  failure  to  change  that  interpretation 
. . .  even  an  unequivocal  congressional  ratification ...  of  [a  prior  regulatory  standard] 
would  not  connote  approval  or  disapproval  of  an  agency’s  later  decision  to  rescind  the 
regulation”)  (internal  citations  omitted);  Massachusetts  v.  Secretary  of  Health  and  Human 
Services,  899  F.2d  53, 61  (1st  Cir.  1990)  (“the  ratification  of  one  agency  policy  by 
Clongress  does  not  preclude  a  change  in  that  policy”),  vacated  on  other  grounds,  500  U.S. 

949(1991).  ' 

Finally,  it  is  well  established  that  “subsequent  legislative  history”  cannot  be  relied 
upon  to  interpret  previous  legislation.  The  principal  evidence  cited  by  the  comments  that 
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Congress  intended  to  preclude  FDA  jurisdiction  over  tobacco  is  unenacted  legislation  that, 
if  passed,  would  have  explicitly  granted  jurisdiction  over  tobacco  products  to  FDA.  The 
comments  contend  that  Congress’  failure  to  enact  these  bills  demonstrates  that  Congress 
intended  to  exclude  tobacco  products  from  FDA’s  jurisdiction  over  drugs  and  devices. 

FDA  disagrees.  Congress  can  implement  policy  in  only  one  way:  passage  of  a  bill 
by  the  House  and  the  Senate  that  is  either  signed  by  the  President  or  approved  by  an 
overridden  veto.  INS  v.  Chadha,  462  U.S.  919, 954-955  (1983);  Central  Bank,  1 14  S. 

(H  at  1453.  (Congress  has  not  enacted  any  legislation,  signed  by  the  President  or 
approved  by  an  overridden  veto,  that  excludes  cigarettes  and  smokeless  tobacco  from  the 
drug  and  device  definitions.  The  comments’  argument  is  inconsistent  with  Chadha 
because  it  would  allow  Congress  to  change  the  law  (by  inaction)  without  any  role  for  the 
President.*^^ 

The  gravamen  of  the  comments’  argument  is  that  Congress’  failure  to  modify  the 

“drug”  and  “device”  definitions  after  their  original  passage  can  be  used  to  discern 

congressional  intent  as  to  the  scope  of  those  definitions.  This  argument  has  been  rejected 

by  the  courts.  Clourts  have  repeatedly  rejected  claims  that  the  failure  of  Congress  to  adopt 

legislation  or  amendments  to  a  statute  can  be  used  to  interpret  a  law  adopted  by  a  prior 

Congress.  As  the  Supreme  (Dourt  has  explained: 

We  have  stated . . .  that  failed  legislative  proposals  are  a  particularly 
dangerous  ground  on  which  to  rest  an  interpretation  of  a  prior  statute. 
(Dongressional  inaction  lacks  persuasive  significance  because  several 
equally  tenable  inferences  may  be  drawn  nom  such  inaction,  including  the 


In  additiixD,  under  Siqueme  Court  authority.  Congress’s  explicit  grant  of  jurisdictitm  to  an  agoicy 
does  not  nec^arily  indicate  that  the  agency  previously  lacked  jurisdictioa  United  States  v.  New  York 
Tel.  Co.,  434  U.S.  159,  177  n.25  (1977). 
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inference  that  the  existing  legislation  already  incorporated  the 

offered  change. 

Central  Bank,  1 14  S.  Ct.  at  1453  (citations  and  internal  quotation  marks  omitted);  see 
also  Brecht  v,  Abrahamson,  1 13  S.  Ct.  1710, 1719  (1993)  (“[a]s  a  general  matter,  we  are 
reluctant  to  draw  inferences  from  Congress’  failure  to  act”)  (citations  and  internal 
quotation  marks  omitted);  United  States  v.  Wise,  370  U.S.  405, 411  (1962). 

Moreover,  as  discussed  in  some  comments,  bills  have  been  proposed,  but  not 
enacted,  that  would  explicitly  exclude  tobacco  products  from  the  reach  of  the  Act.  See, 
e.g.,  S.  1295, 104th  Cong.,  1st  Sess.  (1995);  H.R.  2265, 104th  Cong.,  1st  Sess.  (1995); 
H.R.  2283, 104th  Cong.,  1st  Sess.  (1995).  Under  the  comments’  theory,  as  discussed 
above,  the  faa  that  such  legislation  was  proposed  but  not  enacted  would  mean  that 
Congress  intends  FDA  to  have  jurisdiction  over  tobacco  products.  Therefore,  because 
bills  have  been  proposed  but  not  enacted  on  both  sides  of  the  issue.  Congress  would  have 
implicitly  both  granted  jurisdiction  to  FDA  and  excluded  jurisdiction  fiom  FDA.  That 
result  would,  of  course,  be  absurd. 

Other  legislative  history  relied  on  by  the  comments  also  fails  to  establish  that  FDA 
lacks  jurisdiction  over  tobacco  products  that  are  intended  to  affect  the  structure  or 
function  of  the  body.  In  asserting  that  FDA  does  not  have  jurisdiction  over  tobacco 
products,  some  comments  rely  heavily  on  statements  and  actions  in  Congresses  that 
followed  the  enactment  of  the  1938  Federal  Food,  Drug,  and  Cosmetic  Act  (e.g., 
statements  by  members  that  FDA  lacks  jurisdiction  over  tobacco  products).  Several 
comments  also  cite  to  remaiks  regarding  FDA’s  lack  of  jurisdiction  made  by  individual 
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members  of  Congress  who  were  antismoking  advocates.  The  comments  assert  that  these 
statements  are  akin  to  admissions. 

These  statements  are  unpersuasive  as  evidence  of  Congress’  intent  in  enaaing  the 
“drug”  and  “device”  definitions  in  sections  201(gXlXC)  and  201(hX3)  of  the  Act,  21 
U.S.C.  321  (gXlXc)  and  321(hX3).  The  courts  have  made  clear  that  informal  statements 
by  subsequent  Congresses  cannot  negate  the  broad  reach  of  the  language  from  the  1938 
Act  granting  FDA  authority  to  regulate  articles  “intended  to  affect  the  structure  or  any 
function  of  the  body.”  See  Waterman  Steamship  Corp.  v.  United  States^  381  U.S.  252, 

269  (1%5)  (“the  views  of  a  subsequent  Congress  form  a  hazardous  basis  for  inferring  the 
intent  of  an  earlier  one”)  (citations  and  internal  quotation  marks  omitted);  Pennsylvania 
Med.  Soc'y  v.  Snider,  29  F.3d  886, 898  (3d  Cir.  1994)  (“Post-enactment  legislative 
history  is  not  a  reliable  source  for  guidance.  Even  when  a  subsequent  House  Cbmmittee 
has  actually  commented  upon  an  earlier  statute,  the  interpretation  carries  little  weight  with 
the  courts”)  (citations  and  internal  quotation  marks  omitted);  Central  Bank,  1 14  S.  Ct.  at 
1452  (“the  interpretation  given  by  one  Congress  (or  a  cormnittee  or  Member  thereof)  to 
an  earlier  statute  is  of  little  assistance  in  discerning  the  meaning  of  that  statute”)  (citations 
and  internal  quotation  marks  omitted);  Heintz  v.  Jenkins,  115  S.  CL  1489, 1492  (1995) 

(where  Congressman  made  statement  after  the  statute  became  law,  the  statement  “is  not  a 
statement  upon  which  other  legislators  might  have  relied  in  voting  for  or  against  the  AcL 
but  it  simply  represents  the  views  of  one  informed  person  on  an  issue  about  which  others 
may  (or  may  not)  have  thought  differently”). 

Furthermore,  as  other  comments  argue,  neither  the  Agency  nor  the  congressional 
cormnittees  and  members  involved  were  aware,  at  the  time  when  the  statements  and 
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actions  were  made,  of  the  new  evidence,  summarized  in  section  H.,  above,  showing  that 
(1)  nicotine  is  highly  addictive;  (2)  the  vast  majority  of  consumers  use  tobacco  products  to 
satisfy  their  addiction  and  for  other  pharmacological  effects;  and  (3)  the  tobacco  industry 
has  long  known  that  consumers  use  tobacco  products  for  the  pharmacological  effects  of 
nicotine  and  have  facilitated  these  effects  through  manipulation  of  nicotine  delivery.  These 
comments  contend  that  reliance  on  congressional  statements  or  actions  made  before  this 
evidence  was  known  would  reward  the  tobacco  industry  for  concealing  evidence  about  the 
nature  of  its  products.  Other  comments  assert  that  the  legislative  history  cited  by  the 
tobacco  industry  is  not  dispositive  in  this  instance  because  only  now  has  FDA  amassed 
sufficient  evidence  to  demonstrate  that  nicotine  in  tobacco  products  is  intended  to  act 
as  a  drug. 

FDA  agrees.  Evidence  that  has  come  to  light  in  the  last  few  years  demonstrates 
that  cigarettes  and  smokeless  tobacco  are  intended  to  affea  the  structure  and  function  of 
the  body.  Earlier  Congresses  did  not  have  access  to  this  evidence  of  intended  use.  Thus, 
statements  and  actions  by  members  of  previous  Congresses  have  no  bearing  on  whether 
the  current  evidence  shows  that  cigarettes  and  smokeless  tobacco  are  within  FDA’s 
jurisdiction  because  they  are  “intended  to  affect  the  structure  or  any  function  of  the  body.” 

C.  OTHER  STATUTES  DO  NOT  PRECLUDE  OR  PREEMPT  FDA’S 
JURISDICTION  OVER  TOBACCO  PRODUCTS 

Several  comments  assert  that  the  Federal  Cigarette  Labeling  and  Advertising  Act 
(the  Cigarette  Act),  15  U.S.C.  1331-1341,  and  the  Comprehensive  Smokeless  Tobacco 
Health  Education  Aa  (the  Smokeless  Act),  15  U.S.C.  440.1-4408,  which  concern  health 
warnings  on  packaging  of  cigarettes  and  packaging  and  advertising  of  smokeless  tobacco 
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respectively,  explicitly  preempt  FDA  action  concerning  the  labeling  or  advertising  of 
tobacco  products.  Other  comments  assert  that  the  existence  of  several  statutes  relating  to 
tobacco  products — including  the  Cigarette  Act  and  the  Smokeless  Act,  as  well  as  section 
1926  of  the  Public  Health  Service  Act — demonstrates  Congress’  intent  to  establish  a 
“comprehensive”  tobacco  regulation  program  that  somehow  implicitly  precludes  or 
preempts  FDA’s  regulation  of  cigarettes  under  the  Act. 

The  Agency  disagrees.  None  of  the  statutes  cited  either  expressly  or  impliedly 
preempts  FDA  regulation  of  tobacco  products  generally,  nor  do  the  statutes  cited  conflict 
with  the  final  rule.  These  conunents  have  misread  the  Cigarette  Act  and  the  Smokeless 
Act.  Both  of  these  statutes  contain  specific  provisions  addressing  the  extent  to  which 
FDA  and  other  Federal  agencies  are  preempted  from  regulating  cigarettes  and  smokeless 
tobacco.  These  provisions  are  narrowly  written  and  do  not  preempt  FDA  from  asserting 
jurisdiction  when  an  intent  to  affect  the  structure  or  function  of  the  body  can  be 
established.  The  Cigarette  Act,  for  instance,  contains  two  preemption  provisions  relating 
to  cigarettes.  The  first  provision  is  narrowly  tailored  in  scope,  applying  only  to 
“statement[s]  relating  to  smoking  and  health ...  on  any  cigarette  package.”  15  U.S.C. 

1334(a).  That  provision  is  not  triggered  by  the  content  of  the  final  rule  because  the 
Agency  is  not  requiring  any  statements  regarding  smoking  and  health  on  the  cigarette 
package. 

The  Cigarette  Aa’s  second  preemption  provision,  which  applies  to  the  advertising 
and  promotion  of  cigarettes,  is  expressly  directed  at  State  law:  “No  requirement  or 
prohibition  based  on  smoking  and  health  shall  be  imposed  under  State  law  with  respect  to 
the  advertising  or  promotion  of  any  cigarettes  the  packages  of  which  are  labeled  in 
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conformity  with  the  provisions  of  this  Act.”  15  U.S.C.  1334(b).  If  Congress  had  intended 
to  preempt  other  Federal  initiatives  by  this  provision,  it  would  have  done  so  by,  for 
example,  adding  the  words  “or  Federal”  between  “State”  and  “law”  in  section  1334(b).  In 
fact.  Congress  did  just  the  opposite.  The  legislative  history  of  the  Cigarette  Act 
establishes  that  Congress  considered  and  rejected  preemption  of  Federal  regulation  in  the 
advertising  preemption  provision.  Conf.  Rep.  897, 91st  Cong.,  2d  Sess.  2  (1970), 
reprinted  in  1970  U.S.C.C.A.N.  2652,  2677.  (“The  House  bill  contained  a  blanket 
preemption  (applicable  to  all  Federal  departments  and  agencies  as  well  as  State  and  local 
governments)  with  respect  to  requiring  statements  relating  to  smoking  and  health  in 
advertisements  of  cigarettes . . .  .The  Senate  preemption  applied  only  to  States  and  their 
political  divisions. . . .  With  minor  technical  amendments  the  conference  version  is  the 
same  as  the  Senate  amendment.”). 

Because  Congress  specifically  addressed  the  questicm  of  Federal  preemption  in  the 
Cigarette  Act,  the  Agency  must  foUow  Congress’  determination.  General  preemption 
jurisprudence  (although  applicable  to  preemption  of  State  law,  and  not  controlling  in 
situations  involving  preemption  of  Federal  law)  also  counsels  against  reading  the  express 
preemption  provision  in  the  Cigarette  Aa  to  extend  beyond  its  terms.  See  Cippollone  v. 

Liggett  Group,  Inc.,  505  U.S.  504, 517  (1992)  (“the  pre-emptive  scope  of  the  1%5  Act 
and  the  1969  Act  is  governed  entirely  by  the  express  language  in  §  5  of  each  Aa”);  see 
also  Medtronic,  Inc.  v.  Lohr,  64  U.S.L.W.  4625  (U.S.  Jun.  26, 1996Xrejecting  broad 
interpretation  of  preemption  provision).*^'  Accordingly,  the  Agency  declines  to  read  a 

See  Preamble  to  the  Final  Rule,  Section  X.,  for  a  more  detailed  discussion  of  preemption  principles. 
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blanket  preemption  of  FDA  jurisdiction  over  cigarettes  into  the  Cigarette  Act  when 
Congress  expressly  drafted  a  narrow  preemption  provision. 

The  preemptive  reach  of  the  Smokeless  Act  is  also  circumscribed  to  particular 
areas.  See  15  U.S.C.  4406(a).  The  preemption  provision  in  that  act  applies  only  to 
“statement[s]  relating  to  use  of  smokeless  tobacco  and  health”  on  packages  and 
advertisements  other  than  outdoor  billboard  advertisements.  Id.  This  narrow  provision 
cannot  be  read  to  preempt  FDA  jurisdiction,  which  authorizes  regulation  in  a  variety  of 
areas  unrelated  to  the  specific  statements  covered  by  the  preemption  provision.  As 
described  in  the  preamble  to  the  final  rule,  FDA  is  exercising  its  jurisdiction  without 
imposing  requirements  that  conftia  with  this  provision. 

Nor  does  the  existence  of  other  statutes  that  regulate  tobacco  impliedly  preempt 
FDA’s  regulation  of  tobacco  under  its  authority  to  regulate  drugs  and  devices.  “It  is,  of 
course,  a  cardinal  principle  of  statutory  construction  that  repeals  by  implication  are  not 
favored.”  United  States  v.  United  Continental  Tuna  Corp.,  425  U.S.  164, 168  (1976). 

Moreover,  the  doctrine  of  implied  preemption  has  been  applied  only  in  the  context  of 
congressional  preemption  of  State  laws.  See,  e.g..  Time  Warner  Cable,  66  F.3d  at  874; 
see  also  Duvall  v.  Bristol-Myers-Squibb  Co.,  65  F.3d  392, 396  (4th  Cir.  1995)  (“the 
doctrine  of  preemption  is  based  on  the  Supremacy  Clause  of  the  United  States 
(Donstitution,”  which  is  used  to  invalidate  State  laws  that  conflict  with  Federal  legislation), 
petition  for  cert,  filed,  64  U.S.L.W.  3439  (US  Dec.  22, 1995)  (No.  95-1010).  Because 
the  matter  here  does  not  involve  Federal  preemption  of  State  law,  the  doctrine  has 
no  applicability. 
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In  the  absence  of  an  express  preemption  provision,  one  Federal  statute  precludes 
giving  effect  to  another  Federal  statute  only  where  there  is  an  irreconcilable  conflict 
between  the  two  laws.  Connecticut  Nat* I  Bank  v.  Germain,  503  U.S.  249,  253  (1992) 

(“so  long  as  there  is  no  ‘positive  repugnancy’  between  two  laws,  a  court  must  give  effect 
to  both”)  (citation  omitted);  Morton  v.  Mancari,  417  U.S.  535, 551  (1974)  (“The  courts 
are  not  at  liberty  to  pick  and  choose  among  congressional  enactments,  and  when  two 
statutes  are  capable  of  co-existence,  it  is  the  duty  of  the  courts,  absent  a  clearly  expressed 
congressional  intention  to  the  contrary,  to  regard  each  as  effective”).  As  described  in 
detail  in  the  preamble  to  the  final  rule,  FDA  regulation  of  tobacco  products  under  the 
authority  of  the  Act  does  not  conflict  with  other  statutes  in  the  current  regulatory  scheme 
for  tobacco  products,  and  is  clearly  capable  of  coexisting  with  those  statutes. 

The  fact  that  FDA’s  jurisdiction  over  tobacco  products  may  overlap  with  the 
jurisdiction  of  other  Federal  agencies  is  not  sufficient  to  invalidate  that  jurisdiction.  FDA 
has  overlapping  jurisdiction  with  other  agencies  for  several  products.  For  example,  while 
FDA  regulates  pesticides  with  respect  to  their  content  in  food,  see  21  U.3.C.  342 
(adulteration),  21  U.S.C.  343  (misbranding),  21  U.S.C.  1401  (pesticide  residue 
monitoring),  the  Environmental  Protection  Agency  (EPA)  regulates  the  registration,  use, 
and  labeling  of  pesticides  with  respea  to  their  effect  on  the  environment  under  the  Federal 
Insecticide,  Fungicide,  and  Rodenticide  Act,  7  U.S.C.  136  et  seq.,  and  the  U.S. 

Department  of  Agriculture  is  charged  with  monitoring  pesticide  research  and  development 
to  improve  methods  of  pest  control,  7  U.S.C.  5881.  In  addition,  both  FDA  and  the  U.S. 

Department  of  Agriculture  regulate  meat  and  poultry  products,  including  animal  dmg 
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residues  found  within  those  products.  Finally,  FDA  and  the  Federal  Trade  Commission 
share  responsibilities  for  the  regulation  of  the  advertising  of  drugs  and  devices. 

Other  Federal  agencies  have  overlapping  and  complementary  jurisdiction  that 
arises  from  their  differing  missions  and  expertise.  See,  e.g.,  Rueth  v.  U.S.  EPA,  13  F.3d 
227,  228  (7th  Cir.  1993)  (ERA  and  Army  Corps  of  Engineers  have  concurrent  jurisdiction 
under  the  Clean  Water  Act);  Public  Utility  Dist.  No.  1  v.  Bonneville  Power  Admin.,  947 
F.2d  386, 395  (9th  Cir.  1991)  (the  Federal  Energy  Regulatory  Ctonunission  has  concurrent 
jurisdiction  with  other  Federal  agencies,  as  well  as  States,  over  hydroelectric  projects), 
cert,  denied,  503  U.S.  1004  (1992);  United  Packinghouse,  Food  and  Allied  Workers  Int'l 
Union,  AFL-CIO  v.  NLRB,  416  F.2d  1 126, 1 133-1134  n.l  1  (D.C.  Cir.)  (National  Ubor 
Relations  Board  and  the  Equal  Employment  Opportunity  Commission  have  concurrent 
jurisdiaion  over  racial  discrimination  claims),  cert,  denied,  396  U.S.  903  (1969). 

Accordingly,  the  mere  fact  that  other  agencies  regulate  tobacco  for  certain  purposes  does 
not  mean  that  FDA  lacks  jurisdiction. 

D.  RESPONSE  TO  COMMENTS 

Most  of  the  comments  received  on  this  issue  have  been  addressed  in  the  preceding 
discussion.  The  remaining  comments  are  addressed  below. 

1 .  Many  of  the  comments  r^arding  congressional  intent  rely  primarily  on 
attenuated  inferences.  For  example,  several  comments  assert  that,  because  (Hongress 
exempted  tobacco  from  the  reach  of  other  statutes,  such  an  exemption  should  be  found  by 
implication  in  the  Act  Similarly,  another  comment  asserts  that,  because  tobacco,  drugs, 
and  devices  are  each  exempted  under  the  Toxic  Substances  (Control  Act,  Congress  clearly 
believed  that  tobacco  products  were  not  drugs  or  devices.  FDA  disagrees.  If  the 
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reasoning  reflected  in  these  comments  were  adopted.  Congress  would  be  legislating  by 
inference.  Moreover,  as  discussed  previously  in  this  section,  earlier  Congresses  did  not 
have  access  to  the  new  evidence  on  the  intended  use  of  tobacco  products.  This  change  in 
the  evidence  makes  it  especially  inappropriate  to  construe  such  specific  and  limited  past 
congressional  actions  so  expansively. 

2.  One  comment  argues  that  under  Flood  v.  Kuhn,  407  U.S.  258  ( 1972),  FDA 
is  precluded  from  asserting  jurisdiction  over  cigarettes  and  smokeless  tobacco  because  the 
tobacco  industry  has  relied  on  previous  Agency  statements  that  it  lacked  jurisdiction  over 
tobacco  products  without  claims. 

FDA  disagrees  that  the  decision  in  Flood  precludes  FDA’s  assertion  of  jurisdiction 
over  tobacco  products  that  are  intended  to  affect  the  structure  or  function  of  the  body. 

Flood  is  inapplicable  to  tobacco  products  on  at  least  two  grounds.  First,  the  Flood  court, 
noting  that  baseball  is  “an  exception  and  an  anomoly,”  held  that  the  antitrust  laws  could 
not  be  applied  to  baseball  to  invalidate  baseball’s  “reserve  system”  for  players  without  new 
legislation,  based  in  part  on  baseball’s  “unique  place  in  our  American  heritage.”  407  U.S. 
at  266, 282.  Cigarettes  and  smokeless  tobacco  occupy  a  very  different  place  in  American 
life.  Tobacco  products,  unlike  baseball,  are  responsible  for  the  deaths  of  over  400,000 
Americans  each  year.  The  Supreme  Court  has  refused  to  extend  the  principle  upheld  in 
Flood  beyond  baseball  even  to  other  professional  sports.  See,  e.g.,  Haywood  v.  National 
Basketball  Associationy  401  U.S.  1204  (1971);  Radovich  v.  National  Football  League, 

352  U.S.  445  (1957);  United  States  v.  International  Bojdng  Club,  348  U.S.  236  (1955). 

It  is  inconceivable  that  the  principle  extends  to  bar  the  application  of  public  health  statutes 
to  products  previously  unregulated  by  those  statutes. 
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Second,  the  court  in  Flood  was  concerned  about  the  retroactive  application  of  its 
decision  to  an  industry  that  had  relied  on  its  exemption  from  the  antitrust  laws.  There  is 
no  evidence  that  the  tobacco  industry  has  relied  to  its  detriment  on  any  belief  that  tobacco 
products  without  claims  are  not  subject  to  FDA  jurisdiction.  In  Flood,  there  was  ample 
evidence  of  such  reliance;  the  baseball  industry  had  set  up  an  elaborate  contracting  system, 
in  place  since  1887,  that  would  plainly  violate  the  antitrust  laws,  in  reliance  on  Supreme 
Court  holdings  that  baseball  was  exempt  from  those  laws.  The  plaintiff  in  the  case  sought 
to  have  that  system  invalidated  retroactively.  The  tobacco  industry  has  pointed  to  no 
evidence  of  reliance  in  the  form  of  actions  it  has  taken  that  plainly  violate  the  Federal 
Food,  Drug,  and  Cosmetic  Act  and  that  the  Agency  is  seeking  to  remedy  retroactively. 

The  industry  is  simply  interested  in  maintaining  its  ability  to  sell  its  products  free  of  FDA 
regulation.  Moreover,  even  had  the  industry  relied  on  the  absence  of  comprehensive  FDA 
regulation,  such  reliance  would  have  been  inappropriate  given  the  tobacco  industry’s 
failure  to  disclose  information  relevant  to  the  intended  use  of  cigarettes  and  smokeless 
tobacco. 

In  fact,  internal  tobacco  company  documents  show  that  the  tobacco  industry  has 
not  acted  in  reliance  on  the  belief  that  tobacco  products  without  claims  are  always  outside 
FDA’s  jurisdiction.  These  documents  disclose  that  members  of  the  industry  were  aware 
that  evidence  other  than  claims  could  be  used  to  declare  jurisdiction  over  tobacco 
products  and  took  steps  to  avoid  the  disclosure  of  such  evidence.  For  example,  a  Brown 
&  Williamson  memorandum  submitted  to  the  record  in  this  proceeding  reveals  that  a 

I 

company  lawyer  recommended  to  the  president  and  chief  executive  officer  of  Brown  & 

Williamson  that  the  company  not  become  involved  in  the  sale  of  nicotine  patches,  stating: 
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“If  we  did  anything  which  suggested  we  were  simply  in  the  nicotine  delivery  business,  we 
would  run  a  serious  risk  of  facing  FDA  jurisdiction.”^^^  There  was  no  suggestion  in  any 
of  the  submitted  documents  that  any  claims  would  be  placed  on  cigarettes  as  a  result  of 
the  company’s  sale  of  nicotine  patches.  Nevertheless,  the  company  recognized  that  FDA 
jurisdiaion  might  follow  solely  based  on  evidence  suggesting  company  knowledge  that 
cigarettes  are  related  to  other  nicotine  delivery  systems.  The  company  ultimately  chose 
not  to  become  involved  in  the  sale  of  nicotine  patches.  For  these  reasons.  Flood  v.  Kuhn 
is  inapplicable.  ^ 


McGraw  M,  Nicotine  Delivery  Systems  (Apr.  24,  1992),  at  1.  See  AR  (VoL  531  Ref.  124). 
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VI.  FDA  EMPLOYED  PROCEDURES  THAT  PROVIDED  AN 

OPPORTUNITY  FOR  FULL  PUBLIC  PARTICIPATION  AND 
EXCEEDED  ALL  LEGAL  REQUIREMENTS 

The  Agency  went  to  great  lengths  to  involve  the  public  in  the  process  by  which  the 

Agency  made  its  final  jurisdictional  determination.  On  February  25, 1994,  FDA 

Commissioner  David  Kessler  wrote  to  Scott  Ballin,  chairman  of  the  Coalition  on  Smoking 

OR  Health,  regarding  the  possibility  of  FDA  regulation  of  cigarettes  in  re^nse  to  certain 

petitions  that  had  been  filed  with  the  Agency.  The  Conunissioner  explained: 

[T]he  agency  has  examined  the  current  data  and  information 
on  the  effects  of  nicotine  in  cigarettes. . . .  Evidence  brought 
to  our  attention  is  accumulating  that  suggests  that  cigarette 
manufacturers  may  intend  that  their  products  contain 
nicotine  to  satisfy  an  addiction  on  the  part  of  some  of  their 

customers _ This  evidence . . .  suggests  that  cigarette 

vendors  intend  the  obvious  -  that  many  people  buy 
cigarettes  to  satisfy  their  nicotine  addiction.  Should  the 
agency  make  this  finding  based  on  an  appropriate  record  or 
be  able  to  prove  these  facts  in  court,  it  would  have  a  legal 
basis  on  which  to  regulate  these  products  . . . 

The  letter  was  made  publicly  available  and  covered  by  the  press.‘^^ 


Letter  from  Kessler  DA  (FDA)  to  Ballin  SD  (Coalition  on  Smoking  OR  Health)  (Feb.  25, 1994).  See 
AR(Vol.  35  Ref.  365). 

Neergaard  L  (Associated  Press)  FDA  considers  calling  nicotine  a  drug,  Hanning  cigarettes  (Feb.  26, 
1994).  See  AR  (VoL  71 1  Ref.  30). 

Associated  Press,  FDA  considers  classification  of  nicotine  as  drug,  Chicago  Tribune  (Feb.  26, 1994).  See 
AR(Vol.711Ref.31). 

Chen  E,  Government  agency  claims  power  to  ban  nearly  all  cigarettes;  FDA  fears  nicotine  used  for 
addiction.  The  Houston  Chronicle  (Feb.  26, 1994).  See  AR  (VoL  711  Ref.  32). 

(Then  E,  In  shift  FdX  says  it  could  classify  nicotine  as  a  drug,  Los  Angeles  Times  (Feb.  26, 1994).  See 
AR  (Vol.  711  Ref.  33). 

Hilts  PJ,  U.S.  Agaicy  suggests  regulating  dgarettes  as  an  addictive  drug.  New  York  Times  (Feb.  25, 
1994).  See  AR  (VoL  71 1  Ref.  34). 

Tribune  News  Services,  The  Salt  Lake  Tribune  (Feb.  26, 1994).  See  AR  (VoL  71 1  Ref.  35). 
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In  the  months  that  followed.  Commissioner  Kessler  testified  twice  before  Congress 
regarding  the  accumulating  evidence  relating  to  the  intended  use  of  cigarettes.‘^“  That 
testimony  was  extensive  and  detailed. 

In  July  and  August  of  that  year,  FDA  Associate  Commissioner  for  Regulatory 
Affairs  Ronald  G.  Chesemore  wrote  to  all  of  the  major  cigarette  and  smokeless  tobacco 
companies  requesting  all  documents  relating  to  “all  research  on  nicotine . . . ,  including 
their  pharmacological  effects,  and  all  documents  relevant  to  nicotine”  in  their  products.^^“ 

On  August  1, 1994,  FDA  held  a  Drug  Abuse  Advisory  Committee  meeting  that  was  fully 
open  to  the  public  on  the  subj^  of  the  abuse  potential  of  nicotine. 

On  August  1 1, 1995,  FDA  provided  the  public  with  an  extensive  Federal  Register 
document  analyzing  the  Agency’s  authority  to  assert  jurisdiction  over  cigarettes  and 
smokeless  tobacco  based  on  the  evidence  before  the  Agency  at  that  time.  See 
Jurisdictional  Analysis,  60  FR  41453-41787.  This  document,  which  accompanied  the 
Agency’s  announcement  of  its  proposal  to  regulate  the  sale  and  distribution  of  cigarettes 
and  smokeless  tobacco,  see  60  FR  41314—41375,  provided  the  public  with  a  full  view  of 

FDA  claims  authority  to  regulate  nicotine;  agoicy  cites  manipulation  of  cigarette  ‘drug,’  St.  Louis  Post 
Dispatch  (Feb.  26, 1994).  See  AR  (VoL  71 1  Ref.  36). 

Schwartz  J,  In  policy  shift,  FDA  is  ready  to  omsider  regulating  tobacco,  The  Washington  Post  (Feb.  26, 

1994).  See  AR  (VoL  71 1  Ref.  37). 

Statemrat  by  David  Kessler,  M.D.,  Commissioner  of  Food  and  Drugs,  on  Nicotine-Containing 
Cigarettes,  b^ore  the  Subconunittee  on  Health  and  the  Environment,  Ck)mmittee  on  Energy  and 
Commerce,  U.S.  House  of  Representatives  (Mar.  25, 1994).  See  AR  (VoL  1  Appendix  7). 

Statement  by  David  Kessler,  M.D.,  Commissioner  of  Food  and  Drugs,  on  the  Control  and  Man4>ulation  of 
Nicotine  in  Cigarettes,  before  the  Subconunittee  on  Health  and  the  Environment,  Committee  on  l^ergy 
and  Commerce,  U.S.  House  of  Representatives  (Jun.  21, 1994).  See  AR  (VoL  1  Appendix  8). 

See,  e.g..  Letter  from  Chesemore  RG  (FDA)  to  Bible  CK3  (Philip  Morris  Inc.)  (Jul.  1 1, 1994)  See  AR 
(VoL  1  Appendix  3) 
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the  Agency’s  legal  analysis.  In  addition,  the  Jurisdictional  Analysis  was  supported  by  over 
600  footnotes,  each  of  which  identified  for  the  public  the  evidence  on  which  the  Agency 
relied  to  support  its  findings.  The  Agency  also  placed  on  the  record  313  pages  of 
appendices  related  to  the  Jurisdictional  Analysis. 

On  August  16, 1995,  the  Agency  put  on  public  display  some  20,000  pages  of 
materials  that  it  cited  in  the  Jurisdictional  Analysis  and  the  proposed  rule.  With  the 
exception  of  three  documents,  discussed  below,  the  Agency  made  available  to  the  public 
all  of  the  materials  on  which  it  relied  to  support  the  Jurisdictional  Analysis  and  the 
Proposed  Rule.  On  September  29, 1995,  the  Agency  supplemented  the  administrative 
record  by  putting  on  public  display  approximately  13,000  documents  comprising  some 
190,000  pages  of  factual  and  analytical  materials  the  Agency  considered  in  the  course  of 
issuing  the  Jurisdictional  Analysis  and  the  Proposed  Rule.  Although  it  was  under  no  legal 
obligation  to  do  so,  the  Agency  made  these  additional  materials  available  because  of  the 
importance  of  the  jurisdictional  issue  and  the  Proposed  Rule. 

The  administrative  record  also  includes  the  comments  received  from  the  public,  as 
discussed  in  more  detail  below.  The  Agency  received  over  700,000  comments,  some 
directed  to  the  Jurisdictional  Analysis,  some  directed  to  the  Proposed  Rule,  and  many  with 
overlapping  discussions.  Though  many  comments  consisted  of  form  letters,  the  Agency 
received  over  95,000  distina  or  unique  sets  of  comments.  The  cigarette  manufacturers 
jointly  submitted  2,000  pages  of  comments  and  45,000  pages  of  exhibits.  The  smokeless 
tobacco  manufacturers  jointly  submitted  474  pages  of  comments  and  3,372  pages  of 
exhibits.  The  initial  comment  period  remained  open  for  144  days. 
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The  Agency  also  made  one  other  significant  addition  to  the  public  record  relating 
to  its  jurisdictional  determination.  On  March  20, 19%,  the  Agency  published  a  notice  in 
the  Federal  Register  providing  an  additional  30  day  comment  period  limited  to  specific 
documents  the  Agency  added  to  the  docket  in  support  of  its' Jurisdictional  Analysis.  See 
61  FR  1 1419.  These  materials  consisted  of  declarations  and  a  report  firom  three  former 
tobacco  industry  employees. 

In  addition,  as  discussed  further  below,  the  Agency  has  added  to  the  final  record  of 
the  jurisdictional  determination  a  comparatively  small  number  of  documents  that  expand 
upon  or  confirm  information  made  available  in  the  Jurisdictional  Analysis  or  the  Proposed 
Rule,  or  that  address  alleged  deficiencies  in  the  Agency’s  initial  record. 

Despite  the  Agency’s  efforts  to  involve  the  public  in  this  jurisdictional 
determination,  FDA  received  several  comments  regarding  the  procedures  the  Agency 
followed  in  publishing  the  Jurisdictional  Analysis.  Some  of  these  comments  complained 
that  the  Agency  designated  certain  documents  in  the  administrative  record  supporting  the 
Jurisdictional  Analysis  as  “confidential,”  and  that  the  shielding  of  these  documents  denied 
the  public  a  meaningful  opportunity  to  comment  on  the  Agency’s  analysis.  One  of  these 
comments  also  contended  that  FDA  refused  to  disclose  noncontidential  information  on 
which  the  Agency  relied  in  the  Jurisdictional  Analysis.  Some  comments  claimed  that  FDA 
failed  to  set  forth  a  balanced  view  of  the  issues  raised  in  the  Jurisdictional  Analysis. 

Instead,  they  argued,  FDA  concealed  certain  issues  in  order  to  deny  the  public  the 
opportunity  to  comment  on  the  Agency’s  analysis.  At  least  one  interested  person  also 
maintained  that  the  comment  period  was  so  short  as  to  be  arbitrary  and  capricious. 
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Finally,  one  comment  objected  to  the  Agency’s  use  of  certain  affidavits  and  reports  from 
former  tobacco  industry  scientists  without  first  providing  the  public  an  opportunity  to 
cross-examine  these  individuals.  However,  other  than  this  one  comment  on  a  narrow 
category  of  evidence  in  the  administrative  record,  the  Agency  received  no  comments 
concerning,  and  no  objection  to,  the  Agency’s  decision  to  use  a  notice-and-comment  type 
format  to  reach  a  final  jurisdictional  determination.'^^^ 

As  the  discussion  that  follows  demonstrates,  the  procedures  the  Agency  employed 
in  reaching  its  final  jurisdictional  determination  exceeded  the  requirements  of  the  APA,  the 
case  law  construing  the  APA,  and  the  Agency’s  own  procedural  requirements  either  for  a 
jurisdictional  determination  or  for  a  conventional  informal  rulemaking. 

A.  ADEQUACY  OF  THE  RECORD 
■  Several  tobacco  industry  comments  complained  about  the  adequacy  of  the  record 
in  support  of  the  Jurisdictional  Analysis.  They  contended  that  the  Agency  violated  the 
APA,  5  U.S.C.  553(b)  and  (c),  and  the  Due  Process  Clause  of  the  Fifth  Amendment  to  the 
Constitution,  by  failing  to  disclose  all  of  the  information  the  Agency  “considered  or 


Because  of  the  unique  inqxHtance  of  the  jurisdictioiial  issue,  the  Agency  published  the  Jurisdictional 
Analysis  in  die  Federal  Register  and  invited  comments  on  it  The  Agency,  however,  was  not  requited  by 
the  Administrative  Procedure  Act  (APA)  to  invite  public  comment  on  the  issue  of  the  Agency's 
jurisdicticHL  Likewise,  the  Act  neither  requires  that  the  Agency  commence  a  rulemaking  proceeding,  nor 
amduct  a  formal  evidentiary  hearing,  befme  it  makes  a  jurisdictional  determination.  Nevertheless, 
because  of  the  great  importance  of  this  issue,  FDA  en^loyed  anotice-and-  comment-type  procedure  to 
give  the  public  an  (^^rtunity  to  participate  in  the  Agoicy’s  analysis  of  its  jurisdictioa  None  of  the 
comments  the  Agency  received  identified  a  statuuny  requiremmt  that  would  have  compelled  the  Agency 
to  follow  any  additional  (»  different  procedures.  Thus,  while  the  Agency  endeavored  in  its  publication  of 
the  Jurisdictional  Analysis  to  provide  notice,  a  supptxtive  record,  and  a  comm^at  poiod  sufficient  to  meet 
the  (Kocedural  requirements  of  the  APA  for  informal  rulemaking,  the  Agency  was  not  bound  by  the  APA's 
informal  rulemaking  procedures  with  respect  to  the  Jurisdictional  Analysis. 

Because  the  APA  in  this  context  provides  the  public  at  least  as  much  protection  as  the  Due  Process 
Clause  of  the  Constitution,  the  Agency  will  address  these  procedural  objections  solely  und^  the  APA.  See 
Forester  v.  Consumer  Product  S^ety  Commission,  559  F.2d  774,  787  (D.C.  Cir.  1977);  Ass’n  of  National 
Advertisers.  Inc.,  v.  Federal  Trade  Commission.  627  F.2d  1 151,  1166  (D.C.  Cir.  1979),  cert,  denied,  447 
U.S.  921  (1981). 
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relied  upon  in  the  proceeding.”  In  particular,  these  comments  complained  that  the 
public  was  deprived  of  the  opportunity  to  comment  meaningfully  on  the  Jurisdictional 
Analysis  because,  according  to  these  comments,  the  Agency  had  relied  on  confidential 
documents  and  on  substantial  amounts  of  undisclosed  data.  One  comment  went  so  far  as 
to  claim  that  “a  substantial  portion”  of  the  material  FDA  relied  upon,  both  in  the 
Jurisdictional  Analysis  and  in  the  Proposed  Rule,  was  not  made  available  for  public 
scrutiny.  « 

'  The  record  in  support  of  the  Jurisdictional  Analysis  provided  the  public  not  only 
with  a  “reasonable  opportunity”  for  comment,  but  with  an  extraordinary  opportunity  to 
examine  the  Agency’s  position.  The  claim  that  the  Agency  withheld  “a  substantial 
portion”  of  the  materials  on  which  it  relied  is  simply  unfounded. 

1.  The  Administrative  Record  the  Agency  Assembled  for  This 
Proceeding  Surpassed  the  Requirements  of  the  APA 

Even  in  an  informal  rulemaking  proceeding — which  the  Jurisdictional  Analysis  was 
simply  modeled  on — ^the  APA  requires  only  that  the  “notice  of  proposed  rule  making” 
include  a  statement  of  the  time,  place,  and  nature  of  the  proceeding,  “reference  to  the  legal 
authority  under  which  the  rule  is  proposed,”  and  “either  the  terms  or  substance  of  the 
proposed  rule  or  a  description  of  the  subjects  and  issues  involved.”  See  5  U.S.C.  553(b). 

The  APA,  thus,  does  not  expressly  require  disclosure  of  the  information  on  which  the 
Agency  relies  in  proposing  a  rule. 


Joint  Comments  of  the  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  Vol.  XII,  at  1.  See  AR 
(Vol.  535  Ref.  96) 
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Nevertheless,  courts  have  implied  under  the  APA  a  requirement  that  an  agency 
give  notice  of  the  information  on  which  it  actually  relies  to  support  a  proposed  mle,  and 
make  that  information  available  to  the  extent  it  is  not  readily  accessible  to  the  public.  See 
generally  K.  Davis,  Administrative  Law  Treatise^  §  7.3  at  305-309  (3d  ed.  1994) 

(discussing  one  of  the  seminal  cases  on  disclosure  of  data  relied  on  to  support  a 
rulemaking  proceeding,  Portland  Cement  Ass*n  v.  Ruckelshaus,  486  F.2d  375  (D.C.  Cir. 

1973),  cert,  denied^  417  U.S.  921  (1974)).  No  court,  however,  has  required  th^ degree  of 
public  disclosure  at  the  notice  stage  of  a  rulemaking  proceeding  that  FDA  undertook  here. 

Indeed,  the  primary  cases  cited  by  the  conunents,  namely,  Portland  Cement  Ass% 

United  States  v.  Nova  Scotia  Food  Products  Corp.,  568  F.2d  240  (2d  Cir.  1977),  and 
United  States  Lines,  Lnc.  vl  Federal  Maritime  Commission,  584  F.2d  519  (D.C.  Cir. 

1978),  address  agency  conduct  that  bears  little  resemblance  to  FDA’s  efforts  in  this 
proceeding.  While  FDA  has  provided  a  remarkable  degree  of  factual  support  and 
procedural  openness,  these  cases  involve  instances  in  which  agencies  provided  the  public 
with  no  information  whatsoever  or  otherwise  excluded  a  study  that  was  critical  to  the 
agency’s  decision.  In  Portland  Cement  Ass’n,  the  Environmental  Protection  Agency 
failed  altogether  to  provide  the  public  an  opportunity  to  comment  on  the  test  results  and 
procedures  on  which  the  agency  relied  as  the  “oitical”  basis  for  the  emission  control  level 
adopted  by  the  agency.  That  is,  the  agency  set  very  specific  technical  control  limits,  but 
failed  to  make  public  until  after  the  close  of  the  comment  period  the  details  of  crucial  tests 
relied  upon  to  determine  the  limits.  486  F.2d  at  392. 

•i 

In  Nova  Scotia  Food  Products,  “all  the  scientific  research  was  collected  by  the 
agency,  and  none  of  it  was  disclosed  to  interested  parties  as  the  material  upon  which  the 
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proposed  rule  would  be  fashioned.”  568  F.2d  at  251  (emphasis  added).  And  in  United 
States  Lines,  where  a  common  carrier  challenged  an  order  of  the  Federal  Maritime 
Commission  amending  a  contract  between  two  competitors,  the  court  found  that  the 
Commission  had  made  “critical  findings”  on  the  basis  of  data  which  was  neither  identified 
in  its  decision  nor  included  in  the  administrative  record.  Rather,  the  Commission  based  its 
decision  on  “reliable  data  reposing  in  the  (Dommission’s  files.”  584  F.2d  at  533.  The 
reviewing  court  simply  had  no  idea  of  the  factors  or  data  on  which  the  Cbmmission  had 
relied.  Id. 

Thus,  at  most,  the  case  law  requires  agencies  to  disclose  studies  and  data  actually 
relied  upon  by  the  agency.  Even  then,  the  cases  that  have  struck  down  agency  rulemaking 
are  generally  confined  to  instances  in  which  the  agency  provided  woefully  inadequate 
information  to  the  public  or  failed  to  disclose  a  critical  piece  of  information.  See,  e.g., 

Kennecott  Corp.  v.  Environmental  Protection  Agency,  684  F.2d  1007, 1018-1019  (D.C. 

Cir.  1982)  (agency  acted  arbitrarily  and  capriciously  when  it  failed  to  include  in  the  public 
docket  during  the  comment  period  any  documents  supporting  a  particular  proposed 
regulation);  compare  Personal  Watercraft  Industry  Ass’ n  v.  Department  of  Commerce,  48 
F.3d  540, 544-545  (D.C.  Cir.  1995)  (while  agency  must  disclose  information  critical  to  its 
decision  to  regulate  a  particular  activity,  absent  prejudice  an  agency  may  rely  on  studies 
developed  after  close  of  comment  period  that  are  not  critical  to  the  underlying  proposal). 

Finally,  FDA’s  own  procedural  regulations  require  that  the  Agency  include  with  a 
notice  of  proposed  rulemaking,  among  other  things,  “references  to  all  information  on 
which  the  Commissioner  relies  for  the  proposal.”  21  CFR  10.4(Xb)(vii)  (emphasis  added); 
see  21  CFR  10.3  (defining  the  term  “administrative  record”  to  mean  the  materials  on 
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which  the  Agency  “relies  to  support  the  action”).  Thus,  even  under  the  Agency’s  own 
procedural  regulations,  FDA  is  required — when  it  initiates  informal  rulemaking — to  supply 
the  public  only  with  the  materials  the  Agency  is  relying  upon  to  support  the  proposed 
action. 

Here,  the  materials  the  Agency  relied  upon  at  the  opening  of  this  proceeding  are 
the  materials  the  Agency  cited  in  the  two  August  1 1, 1995,  Federal  Register  documents. 

Not  only  did  the  Agency  provide  these  materials  to  the  public,  but  it  also  provided  the 
roughly  190,000  pages  of  factual  and  analytical  materials  the  Agency  considered  but  did 
not  rely  on  and,  hence,  did  not  reference  in  either  the  Jurisdictional  Analysis  or  the 
Proposed  Rule.  Moreover,  the  Agency  provided  over  1000  endnotes  and  foomotes 
directing  readers  to  each  document,  including  every  study,  government  report,  journal 
article,  industry  document,  and  Agency  record  on  which  FDA  relied  to  support  the 
Jurisdiaional  Analysis  and  the  Proposed  Rule. 

Out  of  all  of  this  material,  the  only  nonpublic  materials  on  which  the  Agency  relied 
in  its  Jurisdictional  Analysis  were  two  confidential  documents^“°  and  two  lines  of  text  the 
Agency  redacted  from  a  document  placed  on  the  public  Administrative  Record.^^^  None 


The  two  anfidential  documents  the  Agency  directly  referenced,  which  are  discussed  in  detail  in  the 
text,  are  the  1991  Handbook  on  Leaf  Blending  and  Product  Development  (Coufidential  Document  75)  and 
the  unredacted  summary  od  notes  of  FDA  trip  visits  (Confidential  Document  74).  The  summary  was 
con^)iled  from  notes  and  handouts  that  are  also  designated  as  confidential  (Ccmfidential  Documents  69, 

70,  71, 72  and  73).  The  Agency  views  the  summary  as  a  stand-alcme  document  to  the  extent  it  distills  a 
large  volume  of  disparate  handwrittm  notes  and  handouts.  Also,  the  Agency  cited  only  to  the  summary 
itself.  Nevertheless,  even  if  die  summary  were  counted  as  five  documoits  rather  than  one,  (he  Agency  at 
most  relied  for  support  <m  six  confidential  documents. 

a 

On  page  255  of  the  JurisdicticHial  Analysis  (60  FR  41716),  die  Agency  redacted  several  lines  of  text 
al(Hig  with  a  footnote  that  identified  the  sources  for  the  redacted  text  The  foomote  consisted  of  references 
to  two  sources,  both  of  which  appeared  (m  the  agency’s  public  docket:  Kirfer  JE,  Tennessee  Eastman 
Company,  Cigarette  Filters  for  Altering  the  Nicotine  Content  of  Smoke  (Report  No.  71  5003  7X  Aug.  18, 
1971  at  1-2,  See  AR  (Vol.  28  Ref.  463-1);  and  Curran  Jr.  JG,  Miller  EG,  Factors  influencing  the  elutitm 
of  high  boiling  components  of  cigarette  smoke  from  filters,  Beitr.  Tabalforsch  1969;5:67,  See  AR  (Vol. 
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of  these  documents  is  pivotal  in  that  none  provides  the  sole  or  principal  basis  for  the 
Agency’s  conclusion  that  cigarettes  and  smokeless  tobacco  are  intended  to  affect  the 
structure  and  function  of  the  body  under  the  Act.  Further,  as  discussed  below,  the 
decision  to  keep  these  materials  confidential  did  not  undermine  the  quality  of  the  public 
participation  in  the  Agency’s  jurisdictional  determination.  In  sum,  the  procedures  the 
Agency  followed  in  assembling  a  public  record  in  support  of  this  jurisdictional 
determination  are  not  analogous  to  the  facts  described  in  cases  like  Portland  Cement 
Ass’n,  Nova  Scotia  Food  Products^  2ind  United  States  Lines. 

2.  The  Agency’s  Use  of  Confidential  Documents 
a.  Confidential  Documents  on  Which  the  Agency  Did  Not  Rely 
The  Agency  placed  in  a  confidential  docket  75  documents  from  the  approximately 
210,000  pages  of  materials  the  Agency  made  available  at  the  opening  of  the  jurisdictional 
determination  and  the  companion  mlemaking  proceeding.  The  Agency  identified  each  of 
these  75  documents  for  the  public  in  an  index  filed  on  September  29, 1995,  on  the  public 
docket.  See  60  FR  66981, 66982  (Dec.  27, 1995).  Of  these  75  documents,  73  were  not 
even  relied  upon  by  the  Agency  to  support  either  the  Proposed  Rule  or  the  Jurisdictional 
Analysis. 

Sixty-one  of  these  73  confidential  documents  consisted  either  of  commercial 
information  and  trade  secrets  which  the  industry  urged  FDA  to  keep  confidential 
(Confidential  Documents  1-12, 16-21, 62-73),  or  unpublished  manuscripts  for  which  the 
Agency  lacked  the  authors’  permission,  as  of  September  29, 1995,  to  publicly  release 

28  Ref.  463-2).  The  Kiefer  document  appeared  on  the  public  docket  with  certain  trade  secret  and 
confidential  information  redacted  from  the  document  The  Curran  document  was  made  available  to  the 
public  in  full. 
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(Confidential  Documents  22-52).  The  remaining  twelve  documents  were  either 
proprietary  reports  and  other  copyrighted  information — such  as  financial  reports 
generated  by  Dun  and  Bradstreet— which  the  Agency  lacked  permission  to  reprint 
(Confidential  Documents  13-15, 53-58),  or  confidential  documents  that  support  a  pending 
new  drug  application  (Confidential  Documents  59-61). 

Again,  the  Agency  did  not  rely  on  any  of  these  73  documents  as  support  for  the 
Jurisdictional  Analysis.  Therefore,  the  Agency  was  not  even  required  to  include  these 
documents  in  the  administrative  record.  See  21  CFR  10.4(XbXvii).  It  likewise  follows 
that  because  the  Agency  did  not  rely  upon  these  documents,  the  decision  to  protect  them 
cannot  be  said  to  have  unfairly  interfered  with  the  public’s  ability  to  question  the  Agency’s 
Jurisdictional  Analysis.  See  Mid-Tex  Electric  Cooperative,  Inc.  v.  Federal  Energy 
Regulatory  Commission,  773  F.2d  327, 344  (D.C.  Cir.  1985)  (agency’s  failure  to  disclose 
two  studies  was  “manifestly  harmless”  because  the  agency  did  not  rely  on  the  studies  to 
support  any  finding  or  conclusion);  Conference  of  State  Bank  Supervisors  v.  Office  of 
Thrift  Supervision,  792  F.  Supp.  837, 843  (D.D.C.  1992)  (there  is  no  violation  of  the 
APA’s  notice  requirements  where  the  agency  has  declined  to  disclose  materials  on  which  it 
did  not  rely  in  proposing  the  rule);  B.  F.  Goodrich  Co.  v.  Dept,  of  Transportation,  541 
F.2d  1 178, 1 184  (6th  Cir.)  (only  the  basic  data  “upon  which  the  agency  relied  in 
formulating  the  regulation”  must  be  published  for  public  comment),  cert,  denied,  430  U.S. 

930  (1976);  K.  Davis,  Administrative  Law  Treatise,  §  7.3  at  307  (3d  ed.  1994)  (“If  an 
agency  does  not  attempt  to  support  its  final  mle  by  reference  to  an  undisclosed  study,  it 
seems  apparent  that  the  agency  was  not  required  to  make  the  study  available  to  potential 
commentators”).  The  fact  that  the  Agency  went  well  beyond  existing  requirements  to 
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make  publicly  available  thousands  of  additional  documents  for  public  review — in 
recognition  of  the  uniqueness  and  public  importance  of  this  proceeding — should  not  be 
used  now  as  a  basis  for  suggesting  that  the  Agency  was  under  a  legal  obligation  to 
disclose  publicly  all  information  that  it  had  at  hand. 

Finally,  at  the  close  of  this  jurisdictional  determination  and  the  companion 
rulemaking  proceeding,  the  Agency  will  supplement  the  public  docket  with  copies  of  those 
confidential  items  for  which  the  Agency  previously  lacked  permission  to  publish,  but  for 
which  permission  has  now  been  granted.  Most  of  the  unpublished  manuscripts  in  the 
confidential  docket — none  of  which  were  relied  upon  by  the  Agency  to  support  last  year’s 
Jurisdictional  Analysis — will  be  available  through  this  addition  to  the  public  record, 
b.  Confidential  Information  on  Which  the  Agency  Relied 
In  support  of  the  Jurisdictional  Analysis,  FDA  relied  on  only  2  of  the  75 
documents  designated  as  confidential:  a  summary  of  notes  taken  by  FDA  investigators 
during  site  visits  to  manufacturing  plants  run  by  Brown  &  Williamson,  Philip  Morris,  and 
R.  J.  Reynolds  (Confidential  Document  74);  and  a  1991  Brown  &  Williamson  handbook 
on  leaf  blending  and  product  development  (Confidential  Document  75).*^^^  The  Agency 
described  the  two  confidential  documents  cited  in  the  Jurisdictional  Analysis  in  an  index 
made  available  to  the  public  on  September  29, 1995.  In  addition,  the  Agency  relied  on 


The  Agaicy  did  not  attribute  ownership  of  the  handbook  in  the  Jurisdictional  Analysis,  or  in  the 
September  29,  1995,  index  to  the  administrative  record.  However,  in  a  set  of  comments  filed  by  Brown  & 
Williamson,  the  company  itself  acknowledged  publicly  its  ownership  of  the  handbook.  Brown  & 
Williamson  Tobacco  Corp.,  Comment  (Jan.  2, 1996),  at  37-38.  See  AR  (VoL  529  Ref.  104). 
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two  lines  of  text  that  it  redacted  from  a  document  regarding  cigarette  filters  that  the 
Agency  placed  on  the  public  docket. 

The  Agency  placed  in  the  confidential  docket  the  summary  of  notes  at  the  request 
of  Broi\-n  &  Williamson,  Philip  Morris,  and  R.  J.  Reynolds,  each  of  whom  urged  the 
Agency  to  keep  confidential  their  commercial  information  and  trade  secrets.  See  60  FR 
66981  (Dec.  27, 1995).  Brown  &  Williamson  likewise  vigorously  urged  the  Agency  not 
to  put  its  leaf  blending  handbook  on  the  public  docket.*^^  These  same  companies  have 
now  commented  that  it  was  improper  for  the  Agency  to  rely  on  this  information  because 
the  information  “cannot  be  subjeaed  to  comment  by  interested  paities.”‘“^ 

The  Agency  disagrees  that  its  decision  to  place  in  the  confidential  docket  these  two 
documents  (out  of  20,000  pages  of  documents  the  Agency  cited  in  support  of  its  position), 
or  rely  on  two  lines  of  redacted  text  from  a  document  the  Agency  made  available  to  the 
public,  in  any  way  undermined  the  public’s  ability  to  comment  on  the  Agency’s 
Jurisdictional  Analysis.  Nor  does  the  Agency  agree  that  its  reliance  in  this  proceeding  on 
confidential  commercial  information  or  confidential  industry  trade  secrets  violated  the 

'apa. 


See  Kiefer  JE,  Tennessee  Easunan  Company,  Cigarette  Filters  for  Altering  the  Nicotine  Content  of 
Smoke  (Report  No.  71  5003  7),  Aug.  18, 1971,  at  1-2.  See  AR  (VoL  28  Ref.  463-1).  Although  the 
Agency  also  redacted  from  the  document  the  omfidential  measurements  of  the  effects  of  filter  additives  on 
nicotine  content  in  cigarettes  smcdm,  die  Agency  did  not  directly  rely  on  these  measurements  in  the  text  of 
the  Jurisdictional  Analysis. 

Letter  from  Krulwidi  AS  (counsel  to  Brown  &  Williamson)  to  Porter  MJ  (FDA)  (Jan.  1 1, 1996).  See 
AR(VoL711  Ref.  38). 

Joint  Comments  of  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  VoL  XH,  at  14.  See  AR  (Vol. 
535  Ref  96). 
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First,  none  of  the  authorities  cited  in  the  comments  supports  the  proposition  that 
agencies,  even  in  a  rulemaking  context,  are  precluded  from  considering  or  relying  upon 
privileged  documents.  To  the  contrary,  several  courts  have  indicated  that  reliance  on 
protected  documents  in  an  informal  rulemaking  proceeding  is  permissible.  See  Home  Box 
Office,  Inc.  V.  Federal  Communications  Commission,  567  F.2d  9, 58  n.l30  (D.C.  Cir.)  ^ 

(stating,  in  dicta,  that  “it  is  conceivable  that  trade  secrets  ...  if  proffered  as  the  basis  for 
rulemaking,  should  be  kept  secret.  Cf.  5  U.S.C.  552.”),  cert,  denied,  434  U.S.  829 
(1977);  United  States  v.  Nova  Scotia  Food  Products  Corp.,  568  F.2d  240,  251  (2d  Cir. 

1977)  (“We  can  think  of  no  sound  reasons  for  secrecy  or  reluctance  to  expose  to  public 
view  (with  an  exception  for  trade  secrets  or  national  security)  the  ingredients  of  the 
deliberative  process”  (emphasis  added)). 

Second,  the  Agency  put  the  confidential  materials  on  which  it  relied  in  sufficient 
context  so  that  the  public  could  comment  on,  and  challenge,  the  Agency’s  use  of  the 
material.  With  respect  to  the  handbook,  the  Agency  quoted  from  the  document  in  several 
instances  in  the  Jurisdictional  Analysis.  See  60  FR  41453, 41710-4171 1;  60  FR  41453, 

41510-4151 1 .  The  Jurisdictional  Analysis  also  incorporated  testimony  before  the  House 
Subcommittee  on  Health  and  the  Environment  of  the  Committee  on  Energy  and 
Commerce  on  June  21, 1994,  in  which  the  Commissioner  discussed  the  content  of  the 
handbook  and  quoted  from  relevant  portions.  See  60  FR  41453, 41710-41711  and  nn. 

4A3-441.  In  both  settings,  the  Agency  made  the  language  from  the  handbook  on  which 
the  Agency  relied  available,  and  carefully  explained  how  these  portions  of  the  handbook 
were  relevant  to  the  overall  proceeding.  Thus,  while  the  Agency  kept  the  bulk  of  the 
document  confidential,  it  provided  as  much  actual  content  and  context  as  possible  to  allow 


627 


45284  Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28,  1996  /  Rules  and  Regulations 

V1.A.2. 

for  meaningful  public  comment  on  the  quoted  passages.  In  the  end,  the  only  comments 
the  Agency  received  regarding  the  decision  to  keep  the  handbook  confidential  were  from 
tobacco  industry  trade  associations  with  whom  Brown  &  Williamson  jointly  submitted 
conunents.  No  other  commenter  objected  to  the  Agency’s  reliance  on  the  handbook  or 
the  way  the  Agency  safeguarded  information  the  industry  regarded  as  confidential. 

As  for  the  summary  of  notes  (Confidential  Document  74),  the  Agency  assembled 
this  document  from  handwritten  notes  recorded  by  FDA  employees  during  site  visits  in 
March,  April,  and  May  1994  to  Brown  &  Williamson,  Philip  Morris,  and  R.  J.  Reynolds, 
as  well  as  handouts  distributed  by  R.  J.  Reynolds  and  Philip  Morris  during  those  visits. 

During  these  visits,  company  representatives  requested  that  FDA  employees  not  disclose 
certain  confidential  commercial  and  trade  secret  information.  The  Agency,  in  an  effort  to 
accommodate  this  request,  withheld  from  the  public  docket  trade  secret  or  confidential 
commercial  information  provided  to  the  Agency. 

As  with  the  handbook,  the  Agency  is  not  persuaded  that  the  public  has  been 
prejudiced  by  the  decision  to  withhold  this  comparatively  small  amount  of  information. 

Again,  the  Agency  presented  the  notes  in  context  to  allow  the  public  to  see  precisely  what 
points  they  were  being  used  to  support.  See  60  FR  41 1453, 41704-41719.  The  Agency 
also  put  on  the  public  docket  the  original  handwritten  notes  from  these  visits  (less  the 
redactions  needed  to  protect  information  the  companies  regarded  as  confidential),  so  that 
the  public  could  see  as  much  of  what  transpired  as  possible  and  understand  the  full  context 
of  the  protected  information.  As  with  the  handbook,  nonindustry  commenters  did  not 
object  to  this  procedure. 
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Finally,  with  respect  to  the  Tennessee  Eastman  document,  the  Agency  placed  the 
document  on  the  public  docket,  but  redacted  the  two  lines  of  text  that  identified  the  name 
of  a  manufacturer  who  used  polyethylene  glycol  in  cigarette  filters,  resulting  in  a  higher 
nicotine  delivery  than  from  other  cigarettes.  The  text  that  identified  the  name  of  the 
manufacturer  (both  as  it  appeared  in  the  Jurisdictional  Analysis  and  in  the  Tennessee 
Eastman  document),  was  redaaed  from  public  view  to  protect  that  firm’s  confidential 
commercial  information  and  its  trade  secrets.  The  balance  of  the  text  of  the  Tennessee 
Eastman  document,  as  well  as  the  balance  of  the  text  of  the  Jurisdictional  Analysis,  gave 
the  public  ampl^opportunity  to  comment  on  the  Agency’s  findings  regarding  “the  use  of 
filter  additives  to  enhance  nicotine  delivery.”  60  FR  41453, 41715. 

In  sum,  the  Agency  carefully  developed  a  mechanism  to  accommodate  the 
industry’s  need  to  protect  its  confidential  commercial  information  and  its  trade  secrets, 
while  at  the  same  time  providing  ample  notice  to  the  public  of  the  information  on  which  it 
relied  in  this  proceeding.  Based  on  the  quality  and  quantity  of  comments  received,  and 
based  on  the  lack  of  objection  from  other  commenters,  the  Agency  is  not  persuaded  that 
its  decision  to  rely  on  confidential  information  prejudiced  the  public’s  ability  to  participate 
in  the  Agency’s  jurisdictional  determination.  Rather,  the  lack  of  comment  from  the  public 
at  large  confirms  that  the  Agency  struck  a  reasonable  balance  between  the  need  for  public 
process,  the  need  to  protect  trade  secrets  and  confidential  commercial  information,  and,  of 
course,  the  need  to  protect  the  public  health. 
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3.  The  Claim  that  FDA  Relied  on  “Unknown”  Undisclosed  Data 

A  tobacco  industry  comment  claimed  that  the  Agency  withheld  certain  data  and 
calculations  used  to  construct  a  series  of  charts  showing  that  nicotine  and  tar  levels  in 
smoke  have  risen  steadily  from  1982  to  1991.  See  60  FR  41728-41731. 

As  the  comment  acknowledges,  the  Agency  relied  on  summaries  of  industry- 
supplied  data  gathered  by  the  FTC  to  construct  these  charts.  See  60  FR  41727-41731. 

The  comment  claims,  however,  that  the  Agency  relied  on  “unknown”  data  to  construct  the 
tar  and  nicotine  yields  for  the  years  1982  and  1984-86.‘^^  According  to  the  comment,  the 

j 

FTC  did  not  generate  data  for  these  years.  The  industry  comment  also  questions  where 
the  Agency  obtained  the  sales  figures  used  to  calculate  Weighted  averages,  how  the 
Agency  calculated  these  averages,  and  why  the  Agency’s  figures  did  not  always  track 
those  of  the  FTC. 

The  industry  raised  precisely  the  same  issues  in  a  December  8, 1995,  letter  to  the 
Agency.  In  a  December  27, 1995,  response,  FDA  identified  the  specific  documents  in  the 
administrative  record  that  address  each  concem.‘“’ 

The  only  issue  not  fully  resolved  by  that  exchange  of  correspondence  is  the 
industry’s  claim  that  FDA’s  figures  for  1990  and  1991  reflect  fewer  brands  than  FTC 
reported  on  for  those  years.  As  the  Agency  stated  in  its  December  27  letter,  it  is  not 
apparent  from  the  face  of  the  charts  what,  exactly,  the  industry  association  is  referring  to. 


Joint  Comments  of  the  Cigarette  Manufactums,  Comment  (Jan.  2, 1996),  Vol.  XII,  at  3.  See  AR 
(Vol.  535  Ref.  96). 

See  Letter  from  Schultz  WB  (FDA)  to  Merrill  R  (Covington  and  Burling)  (Dec.  27, 1995).  See  AR 
(Vol.  711  Ref.  7). 
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Although  the  association  acknowledges  this  exchange  of  correspondence  in  its  January  2, 

1996,  comments,  it  failed  to  provide  any  greater  specificity  in  its  comments  than  it  did  in 
the  December  8  letter. 

FDA  based  its  charts  on  sales- weighted  averages  calculated  by  the  FTC  based  on 
industry-supplied  data.  In  most  years,  the  FTC  publishes  this  data  in  two  reports:  one  on 
sales  volume  and  one  on  tar,  nicotine,  and  carbon  monoxide  content.  Some 
manufacturers,  however,  fail  from  time  to  time  to  report  to  the  FTC  for  each  brand  on  all 
three  of  the  values  of  interest  to  FDA,  namely,  tar,  nicotine,  and  sales  volume.  The  FTC, 
therefore,  excluded  from  the  sales- weighted  averages  it  supplied  to  FDA  any  brand  for 
which  the  manufacturer  failed  to  supply  data  on  any  of  the  three  values  of  interest  to  FDA. 

That  is  why,  in  1990  and  1991,  the  points  FDA  plotted  on  its  graphs  reflect  fewer  brands 
than  the  total  number  of  brands  that  the  FTC  reported  on  in  those  years.  See  section 
II.C.6.c.ii.,  above. 

The  decision  to  exclude  in  1990  and  1991  brands  for  which  FTC  lacked  complete 
data  was  reasonable.  The  slight  variation  between  FDA’s  figures  and  FTC’s  figures  for 
1990  and  1991  are  not  the  result  of  FDA  having  relied  on  “unknown”  or  “undisclosed” 
data.  Rather,  FDA  has  made  publicly  available  all  of  the  information  necessary  to  allow 
for  meaningful  comment  on  these  charts. 

4.  The  Claim  That  FDA  FaUed  To  Include  in  the  Record  NDA  Data  on 
Which  It  Relied 

One  comment  claimed  that  the  Agency  relied  on  studies  in  seven  new  drug 
applications  (NDA’s)  for  the  proposition  that  a  high  proportion  of  smokers  are  addicted  to 
nicotine,  but  failed  to  make  adequate  disclosure  of  these  NDA’s.  In  particular,  this 
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comment  stated  that  the  Agpncy  failed  to  include  any  information  in  the  public  docket  for 
NDA  18-612  (Nicorette  gum,  2  mg)  and  NDA  20-385  (Nicotine  nasal  spray),  and 
included  only  sununaries  for  five  other  NDA’s  the  Agency  cited.  As  discussed  below, 

FDA  did  in  fact  include  in  the  public  docket  sufficient  information  regarding  the  NDA’s  on 
which  it  relied.  As  for  the  particular  NDA  studies  the  Agency  referenced,  the  relevant 
data  in  support  of  these  studies  was  recounted  in  sufficient  detail  in  Appendix  1  to  the 
Jurisdictional  Analysis  to  provide  the  public  a  meaningful  opportunity  to  comment, 
a.  The  Agency’s  Reference  to  Five  NDA’s 

With  respea  to  NDA  18-612  (Nicorette  gum,  2  mg),  the  Agency  did  not  rely  on 

* 

the  NDA  for  this  product  in  either  the  Proposed  Rule  or  the  Jurisdictional  Analysis.  See 

60  FR  41549,  n.62  (citing  only  to  NDA  20-076  Habitrol,  NDA  20-150  Nicotrol,  NDA  19- 

983  ProStep,  NDA  20-165  Nicoderm,  NDA  20-066  Nicorette,  4  mg);  see  also  60  FR 

«!>>' 

41550,  n.64  (citing  only  to  the  same  five  NDA’s  listed  in  footnote  62  of  the  Jurisdictional 
Analysis).  Therefore,  the  Agency  is  under  no  obligation  to  include  in  the  public  record  the 
NDA  itself  or  a  summary  of  the  application. 

With  respect  to  NDA  20-385  (Nicotine  nasal  spray),  the  Agency  similarly  did  not 
rely  on  the  NDA  for  this  produa  in  either  the  Jurisdictional  Analysis  or  the  proposed  rule. 

See  60  FR  41549,  n.62  and  60  FR  41550,  n.64.  While  the  Agency  did  discuss  an  aqueous 
nicotine  nasal  spray  in  the  Jurisdictional  Analysis,  the  Agency  did  not  rely  on  the  NDA 
itself  to  support  its  point.  Rather,  the  Agency  relied  on  the  discussion  of  the  nasal  spray  at 
an  August  1994  FDA  Dmg  Abuse  Advisory  Corrunittee  meeting.  The  relevant  portions  of 
the  transcript,  cited  in  footnote  1 16  in  the  Jurisdictional  Analysis,  and  the  background 
materials  provided  to  the  advisory  committee,  cited  in  footnote  117,  were  included  in  the 
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public  record.’”*  See  60  FR  41565,  n.l  16  and  n.l  17.  The  only  other  reference  to  the 
nasal  spray  in  the  Jurisdictional  Analysis  is  at  60  FR  41569,  where  again  the  Agency  relied 
on  a  statement  offered  at  the  August  1994  advisory  committee  meeting,  not  on  the  NDA 

V 

itself.  60  FR  41569  and  n.l26.  Therefore,  all  the  materials  relating  to  the  nasal  spray  on 
which  the  Agency  relied  in  the  to  the  Jurisdictional  Analysis  are  in  the  public  docket. 

As  for  the  five  NDA’s  the  Agency  cited  in  footnotes  62  and  64  of  the  Jurisdictional 
Analysis,  the  Agency  put  into  the  administrative  r^rd  an  extensive  summary,  prepared  at 
the  time  of  approval,  for  each  of  these  NDA’s.’”’  Given  the  volume  of  materials  that 
make  up  each  of  these  NDA’s,  and  the  limited  purpose  for  which  the  Agency  was  relying 
on  them,  see  60  FR  41549-41550,  it  was  appropriate  for  the  Agency  to  include  only  the 
summaries.  See  National  Ass'n  of  Pharmaceutical  Mfrs.  v.  Department  of  Health  and 
Human  Services^  586  F.  Supp.  740, 755-756  (S.D.N.Y.  1984).  A  complete  NDA  can  run 
into  the  tens  of  thousands  of  pages,  particularly  when  one  includes  the  records  which  must 
be  kept  for  each  patient  enrolled  in  each  clinical  trial.  Putting  this  volume  of  materials  on 
the  record  in  this  instance  would  serve  no  useful  purpose.  Instead,  the  Agency  included 
on  the  record  the  summaries  it  prepared  in  anticipation  of  approving  each  of  these 
smoking  cessation  products  as  safe  and  effective.  The  summaries  themselves  are  peer 
reviewed  within  the  Agency  to  ensure  that  they  thoroughly  and  accurately  discuss  each  of 


’^^*  Kramer  ED,  Transcript  of  testimony  before  the  Drug  Abuse  Advisory  Committee  (Aug.  1, 1994).  See 
AR  (Vol.  9  Ref.  116). 

FDA  Dnig  Abuse  Advisory  Committee  Background  Information,  Joint  Abuse  Liability  Review  of  Nicotine 
Nasal  Spray  (Aug.  1.  1994).  See  AR  (Vol.  9  Ref.  117). 

NDA  20-076  Habitrol  (CIBA);  NDA  20-150  Nicotrol  (Kabi);  NDA  19-983  ProStep  (Elan);  NDA  20- 
165  Nicoderm  (Alza);  NDA  20-066  Nicorette  (Merrell  Dow).  See  AR  (Vol.  6  Refs.  62-63). 
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the  studies  on  which  the  approval  is  based.  They  generally  provide  more  detail  about  a 
sponsor’s  underlying  clinical  data  and  methodology  than  one  would  expea  to  find  in 
published  peer-reviewed  medical  literature. 

As  discussed  in  greater  detail,  below,  notice  is  sufficient  under  the  APA  when  it 
provides  the  public  a  “reasonable  opportunity”  to  participate  in  the  proceeding.  Forester 
V.  Consumer  Product  Safety  Commission,  559  F.2d  774, 787  (D.C.  Cir.  1977).  This  is 
not  an  instance  in  which  the  Agency  failed  to  explain  the  technical  basis  for  its  position, 
failed  to  disclose  its  reasoning,  or  otherwise  failed  to  identify  and  make  available  the  data 
on  which  it  relied  to  reach  a  particular  conclusion.  See  Connecticut  Light  and  Power  Co. 

V.  Nuclear  Regulatory  Commission,  673  F.2d  525, 530-532  (D.C.  Cir.  1982).  Rather,  the 
summaries  the  Agency  placed  on  the  public  docket  provided  detailed  access  to  the  pivotal 
data  on  which  the  Agency  relied  in  approving  these  NDA’s.  Even  more,  the  summaries 
identified  the  very  data  on  which  FDA  relied  in  this  proceeding  to  support  the  position 
that  nicotine  replacement  therapy  helps  reduce  withdrawal  symptoms  in  smokers  trying  to 
quit,  and  that  participants  enrolled  in  clinical  studies  of  nicotine  replacement  therapy 
demonstrated  addiction  to  nicotine.  60  FR  41453, 41459-41460.  This  is  also  the  data  on 
which  the  Agency  relied  to  support  the  position  that  the  efficacy  of  nicotine  replacement 
therapy  shows  that  most  smokers  are  indeed  addicted  to  nicotine.  Id.  at  41459.  Thus, 
these  summaries  provided  the  public  with  ample  access  to  the  information  needed  to 
comment  meaningfully  on  the  Agency’s  position. 
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b.  The  Agency’s  Reference  to  Nineteen  Smoking  Cessation  Studies 

FDA  prepared  Appendix  1  to  the  Jurisdictional  Analysis  to  provide  the  public  with 
background  materials  supporting  the  Agency’s  scientific  judgments  with  respect  to 
nicotine  pharmacology.  In  that  Appendix,  the  Agency  discussed  a  number  of  smoking 
cessation  studies,  including  19  studies  submitted  in  support  of  the  NDA’s  for  Habitrol, 

Nicotrol,  ProStep,  Nicoderm,  Nicorette  (4mg),  Nicorette  (2  mg),  and  nicotine 
nasal  spray.'^**® 

The  Agency  referenced  these  studies  as  yet  another  way  to  demonstrate  that 
nicotine  obtained  from  tobacco  products  produces  dependency.  The  efficacy  of  nicotine 
replacement  therapy  in  reducing  withdrawal  symptoms  strongly  suggests  this  conclusion. 

To  further  demonstrate  the  point,  the  Agency  supplied  the  public  with  efficacy  data 
for  each  of  the  19  studies.  The  incorporation  in  Appendix  1  of  the  relevant  data  from 
these  studies  in  itself  allowed  for  a  reasonable  opportunity  to  comment  on  the  Agency’s 
use  of  the  studies.  Again,  the  fact  that  the  Agency  has  approved  these  products  as 
smoking  cessation  aids,  because  of  their  effectiveness  in  relieving  withdrawal  from 
nicotine,  supports  the  Agency’s  point  that  nicotine  from  certain  tobacco  products 
causes  dependency. 

In  addition  to  providing  in  the  Appendix  itself  the  data  on  which  FDA  relied,  the 
Agency  relied  on  studies  that  have  been  widely  reported  on  in  the  medical  and  scientific 
literature.  For  example,  each  of  the  studies  the  Agency  cited  from  the  NDA’s  for 
Nicorette  (2mg)  and  nicotine  nasal  spray  have  been  reported  on  in  “refereed”  or  peer- 

■  ■  « 

See  appendix  1  to  Jurisdictional  Analysis,  at  62-85.  See  AR  (Vol.  1  Appendix  1). 
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reviewed  journal  articles.*^*  See  National  Ass'n  of  Pharmaceutical  Mfrs.^  586  F.  Supp. 
at  756  n.45  (“The  public  availability  of  information  not  included  in  the  administrative 
record  is  a  factor  to  be  considered  in  determining  whether  the  record  is  inadequate  for 
failing  to  include  it”)  (citations  omitted).  Thus,  to  the  extent  Appendix  1  or  the 
administrative  record  itself  did  not  provide  the  public  with  enough  information  to 
comment  on  the  Agency’s  analysis,  the  public  had  easy  access  to  journal  articles  authored 
by  the  individuals  who  designed  and  conducted  each  of  the  studies. 

Finally,  with  respect  to  all  but  the  five  studies  referenced  from  the  NDA’s  for 
Nicorette  (2mg)  and  nicotine  nasal  spray,  the  public  had  access  to  the  “backup”  for  the 
data  on  which  the  Agency  relied  through  the  NDA  summaries  the  Agency  included  on  the 
public  docket.  For  the  Agency  to  put  on  the  record  further  documentation  to  support  this 
“backup”  would  have  been  excessive,  given  the  limited  purpose  for  which  the  Agency 
relied  on  these  studies. 

See  Christen  AG,  McDtxiald  JL,  Olson  BL,  Drook  CA  Stocdcey  GK,  “Efficacy  of  a  nicotine  chewing 
gum  in  facilitating  smoking  cessatitm,”  Journal  of  the  American  Dental  Ass’n  1984;  108;  594-597.  See 
AR  (Vol.  711  Ref.  25). 

Jarvis  MJ,  Martin  RAW,  Russel  MAH,  Feycrabend  C,  "Randomised  controlled  trial  of  nicotine  chewing- 
gum,  Bririj/i  Medical  Journal  1982;  285:537-540.  See  AR  (VoL  71 1  Ref.  26). 

Sdmeider  NG,  Olmstead  R,  Mody  F,  Doan  K,  Franzon  M,  Jarvik  ME,  Steinberg  C,  Efficacy  of  nicotine 
nasal  sjway  in  smt^g  cessation  a  placebo-controlled,  double-blind  trial.  Addiction  1995;  90:1671-1682. 
StfeAR(VoL711Ref.27). 

Sutfaoland  G,  Stapleton  JA  Russel  MAH,  Jarvis  MJ,  Hajdc  P,  Belcher  M,  Feyerabend  C,  Randomised 
amtrolled  trial  of  nasal  nicotine  spray  in  smoking  cessation,  Lancet  1992;  340:324-29;  See  AR  (VoL  348 
’Ref.  5511). 

Hjalmarson  A  Fran2ton  M,  Westin  A  Wiklund  O,  Effect  of  nicotine  nasal  spray  on  smoking  cessation. 

Archives  of  Internal  Medicine  1994;  154:2567-2572.  See  AR  (Vol.  71 1  Ref.  28). 
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The  Agency,  then,  referenced  19  studies  to  prove  a  single  point.  The  public 
docket  included  detailed  summaries,  prepared  for  purposes  of  approving  a  drug  product  as 
safe  and  effective,  of  14  of  the  19  studies.  For  the  tobacco  industry  to  claim  that  it  lacked 
adequate  data  with  which  to  challenge  the  Agency’s  conclusion,  which  could  have  been 
supported  by  far  fewer  than  19  studies,  is  unreasonable. 

In  sum,  the  complaint  that  FDA  did  not  put  on  the  public  docket  the  “actual 
studies”  used  to  support  these  NDA’s  is  misplaced.  When  FDA  relied  on  a  specific  NDA, 
it  put  a  detailed  summary  of  the  NDA  in  the  public  docket;  and  when  FDA  relied  on 
particular  NDA  studies,  it  provided  the  public  with  the  data  from  those  studies  in  the 
appendix  itself.  The  Agency  also  took  care  to  rely  on  studies  which  have  been  widely 
reported  on  in  the  medical  and  scientific  literature.  The  corrunent  from  the  tobacco 
industry  that  the  Agency  in  this  instange  withheld  crucial  information  is  tantamount  to 
arguing  that  for  each  journal  article  on  which  the  Agency  relies,  it  must  also  include  in  the 
record  all  the  raw  data  discussed  or  analyzed  in  the  article.  This  is  a  level  of  disclosure 
that  exceeds  reason,  not  to  mention  the  basic  tenets  of  notice  under  the  APA.  The 
Agency,  therefore,  is  not  persuaded  that  the  industry,  or  any  other  interested  person,  was 
deprived  of  a  meaningful  opportunity  to  comment  on  the  Agency’s  reference  to  certain 
smoking  cessation  studies  or  certain  NDA’s. 

5.  The  Agency’s  Reliance  in  the  Final  Jurisdictional  Determination  on 
New  Materials 

In  an  ordinary  informal  rulemaking  proceeding,  the  final  administrative  record 
must  contain  the  proposed  rule,  including  all  information  that  the  Cormnissioner  identifies 
or  files  with  the  proposal,  all  comments  received  on  the  proposal,  including  all  information 
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including  all  information  that  the  Commissioner  identifies  or  files  with  the  final  regulation. 

21  CFR  10.40(g).  An  agency  may  rely  on  information  and  data  that  was  not  included  at 
the  proposal  stage  that  expands  on  or  confirms  information  in  the  proposal  or  addresses 
alleged  deficiencies  in  the  pre-existing  data,  provided  that  no  prejudice  is  shown.*^^ 

Otherwise,  “[rjulemaking  proceedings  would  never  end  if  an  Agency’s  response  to 
comments  must  always  be  made  the  subject  of  additional  comments.”  Community 
Nutrition  Inst.,  749  F.2d  at  58.  Accordingly,  the  Agency  has  cited  in  the  final 
jurisdictional  determination  a  small  amount  of  information  that  is  needed  to  respond  fully 
to  comments  or  that  otherwise  supplements  the  information  contained  in  or  filed  with  the 
proposal.  These  documents  include  published  scientific  articles,  reference  texts,  a  Centers 
for  Disease  Control  and  Prevention  memorandum  and  supporting  dat^  letters  to  tobacco 
industry  counsel,  an  abstract  that  the  tobacco  industry  asked  to  include  in  the  record,  a 
small  number  of  publicly  released  tobacco  company  documents.  Congressional  hearing 
transcripts,  and  newspaper  articles.  The  Agency  has  placed  this  cited  information  in  the 
administrative  record  for  the  jurisdictional  determination. 


e.g..  Personal  Watercraft  v.  Dep't  of  Commerce,  48  F.3d  540,  544  (D.C.  Cir.  1995)  ("Agaides 
may  develop  additional  information  in  lespcMise  to  public  comments  and  rely  (m  that  infoimatitm  widiout 
starting  anew  unless  prejudice  is  shown.");  Solite  Corp.  v.  EPA,  952  F.2d  473, 484  (D.C  Cir.  1991) 
("[Ckxisistait  with  the  APA,  an  agency  may  use  'supplementary*  data,  unavailable  during  the  notice  and 
comment  period,  that  expands  on  and  confirms  information  contained  in  the  proposed'  rulemaking  and 
addresses  alleged  deficiencies  in  the  pre-existing  data,  so  long  as  no  prejudice  is  shown.");  Community 
Nutrition  Inst.  v.  Block,  749  F.2d  50,  57-58  (D.C.  Cir.  1984)  (agency  may  rely  on  information  that 
"expanded  cm  and  confirmed"  infcnrmatimi  in  the  proposal  and  addressed  alleged  deficiencies  in  the 
record);  see  also  K.  Davis,  Admirustrative  Law  Treatise,  §  7.3  (3d  ed.  1994). 


638 


Federal  Register  /  Vol.  61,  No.  168  /  Wednesday,  August  28.  1996  /  Rules  and  Regulations  45295 


VLB. 

B.  ADEQUACY  OF  THE  NOTICE 

Two  industry  conunenLs  argued  that  the  public’s  participation  in  the  jurisdictional 
determination,  as  well  as  in  the  rulemaking  process,  has  been  frustrated  because  the 
Agency  presented  a  “one-sided”  view  of  the  Jurisdictional  Analysis  and  the  Proposed 
Rule.  Althoughneithercommentdisagreed  with  the  Agency’s  use  of  notice  and 
conunent-type  procedures  to  reach  a  jurisdictional  determination,  both  comments  claimed 
that  FDA  failed  to  satisfy  the  APA’s  notice  requirement  for  informal  rulemaking  because 
the  Agency  neither  disclosed  nor  discussed  the  supposedly  “large  body”  of  information 
“that  is  inconsistent  with,  or  otherwise  not  supportive  of,  the  Proposed  Rule.”‘^^  . 
Further,  the  Agency  did  not,  in  their  view,  provide  a  “reasoned  explanation”  for  departing 
from  past  precedent  on  the  issue  of  whether  FDA  should  regulate  all  cigarettes  and 
smokeless  tobacco.^^ 

These  comments  provided  no  legal  authority  to  support  the  proposition  that, 
assuming  the  Agency  is  bound  here  by  APA  precedent  governing  informal  mlemaking,  the 
Agency  was  required  at  the  notice  stage  to  anticipate  all  challenges  to  its  reasoning,  and 
should  have  attempted  in  its  notice  to  answer  those  challenges.  Rather,  at  the  notice  stage 
of  a  rulemaking  proceeding,  the  Agency’s  obligation  is  to  include  sufficioit  detail  to  allow 
for  meaningful  and  informed  comment.  See  American  Medical  Ass'n  v.  Reno,  57  F.3d 


Joint  Comments  of  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996X  VoL  XII,  at  15.  See  AR  (Vol. 
535  Ref.  96).  See  also  Joint  Comment  of  the  Smokeless  Tobacco  Manufacturers,  Commit  (Jaa  2, 

1996),  at  33-38.  See  AR  (Vol.  526  Ref  95). 

Joint  Comment  of  the  Smokeless  Tobacco  Manufacturers,  Comment  (JaiL  2, 1996),  at  38-39.  See  AR 
(Voi.  526  Ref  95). 
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1 129, 1 132  (D.C.  Cir.  1995);  Home  Box  Office,  Inc.  v.  Federal  Communications 
Commission,  567  F.2d  9,  35-36  (D.C.  Cir.),  cert,  denied,  434  U.  S.  829  (1977). 

More  specifically,  in  an  informal  rulemaking  proceeding,  the  APA  requires  public 
notice  of  an  Agency’s  intention  to  issue  a  regulation.  5  U.S.C.  553(b).  TTie  notice  must 
include  “reference  to  the  legal  authority  under  which  the  rule  is  proposed,”  and  “either  the 
terms  or  substance  of  the  Proposed  Rule  or  a  description  of  the  subjects  and  issues 
involved.”  5  U.S.C.  553(bX2)  and  (bX3).  FDA’s  own  regulations  require  that  a  notice  of 
proposed  rulemaking  include  “a  preamble  that  summarizes  the  proposal  and  the  facts  and 
policy  underlying  it, ...  all  information  on  which  the  Commissioner  relies  for  the  proposal, 

. . .  and  cites  the  authority  under  which  the  regulation  is  proposed.”  21  CFR  10.4(XbXvii). 

Under  case  law  construing  section  553  of  the  APA,  notice  of  informal  mlemaking 
must  be  “sufficiently  descriptive  of  the  ‘subjects  and  issues  involved’  so  that  interested 
parties  may  offer  informed  criticism  and  comments.”  Ethyl  Corp.  v.  Environmental 
Protection  Agency,  541  F.2d  1, 48  (D.C.  Cir.)  {en  banc),  cert,  denied  426  U.S.  941 
( 1976).  Notice  is  sufficient  under  the  APA  “if  it  affords  interested  partks  a  reasonable 
opportunity  to  participate  in  the  rulemaking  process.”  Forester,  559  F.2d  at  787;  accord 
State  of  South  Carolina  ex  rel.  Tindal  v.  Block,  111  F.2d  874, 885  (4th  Cir.  1983),  cert, 
denied,  465  U.  S.  1080  (1984).  And,  insofar  as  the  proposal  to  regulate  relies  on  a 
technical  study  or  specific  data  essential  to  an  understanding  of  the  rule,  the  notice  should 
disclose  this  information  to  the  extent  needed  to  allow  for  “meaningful  comment  ” 

Connecticut  light  and  Power  Co.  v.  Nuclear  Regulatory  Commission,  673  F.2d  525, 530- 
531  (D.C.  Cir.),  cert,  denied,  459  U.  S.  835  (1982). 
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In  this  instance,  the  Agency’s  Jurisdictional  Analysis  met  both  the  APA’s  notice 
requirements  (as  interpreted  by  prevailing  case  law),  as  well  as  FDA’s  own  procedural 
requirements.  The  Agency  by  any  standard  “fulfilled  its  obligation  to  make  its  views 
known  to  the  public  in  a  concrete  and  focused  form  so  as  to  make  criticism  or  formulation 
of  alternatives  possible.”  Air  Transport  Ass’n  of  America  v.  Civil  Aeronautics  Board,  732  ■ 

F.2d  219,  225  (D.C.  Cir.  1984)  (quoting  Home  Box  Office,  Inc.,  567  F.2d  at  36). 

1.  The  Agency  Provided  Adequate  Notice  of  the  Key  Legal  and  Factual 
Issues 

Although  the  APA’s  notice  requirements  could  have  been  met  by  a  far  briefer 
presentation,  the  Agency  chose  to  supply  the  public  with  a  discussion  of  its  Jurisdictional 
Analysis  that  explored  in  full  the  wide  range  of  factual  and  legal  issues  presented.  In  doing 
so,  the  Agency  discussed  a  number  of  the  issues  that  the  industry  commenters  claimed 
were  missing  from  the  Jurisdicrional  Analysis. 

The  conunents  contended  that  the  Agency  failed  to  discuss  past  instances  in  which 
it  declined  to  exercise  jurisdiction  over  cigarettes  and  smokeless  tobacco  products, 
including  FDA’s  response  to  a  1977  citizen  petition.  One  comment  in  particular  insisted 
that  such  a  discussion  would  have  alerted  the  public  to  the  idea  that  dbngress  enacted 
preemptive  legislation  in  reliance  on  FDA’s  past  pronouncements,  legislation  which  the 
comments  argue  bars  FDA  from  regulating  these  products. 

The  Agency  acknowledged  in  its  Jurisdictional  Analysis  that  it  has  in  the  past 
refrained  from  exercising  jurisdiction  generally  over  all  cigarettes  and  smokeless  tobacco 
products  (provided  claims  were  not  made  for  the  product).  60  FR  41482  n.5.  Among 
other  things,  the  Agency  referred  readers  to  the  published  decision  in  Action  on  Smoking 
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and  Health  (ASH)  v.  Harris,  655  F.2d  236  (D.C.  Cir.  1980).  That  decision  reviewed  the 
Agency’s  rejection  of  the  1977  citizen  petition,  which  one  comment  claimed  the  Agency 
“conscientiously  avoid[ed]”  in  the  Jurisdictional  Analysis  in  order  to  “mislead[]”  the 
public.^^^^  Not  only  does  the  ASH  opinion  discuss  the  petition  and  the  Agency’s  position 
at  that  time  with  respect  to  exercising  jurisdictional  generally  over  cigarettes,  it  also 
recounts  for  the  reader  the  Agency’s  historical  position  on  the  issue.  655  F.2d  at  237-241. 
Moreover,  the  Agency  placed  in  the  administrative  record  copies  of  documents  in  which 
FDA  declined  to  exercise  jurisdiction,  including  FDA’s  response  to  ASH’s  1977  citizen 
petition.*^ 

In  addition,  the  Agency  attached  as  part  of  an  appendix  to  its  Jurisdictional  . 

Analysis,  copies  of  the  Commissioner’s  testimony  before  the  House  Subcommittee  on 

Health  and  the  Environment  of  the  Committee  on  Energy  and  Commerce  on  March  25, 

1994 1247  outset.  Commissioner  Kessler  stated: 

Although  FDA  has  long  recognized  that  the  nicotine  in 
tobacco  products  produces  drug-like  effects,  we  never 
stepped  in  to  regulate  most  tobacco  products  as  drugs.  One 
of  the  obstacles  has  been  a  legal  one.  A  produa  is  subject 
to  regulation  as  a  drug  based  primarily  on  its  intended 
use _ With  certain  exceptions,  we  have  not  had  sufficient 

Joint  Comment  of  the  Smokeless  Tobacco  Manufacturers,  Comment  (Jaa  2, 1996),  at  35.  See  AR 
(VoL526Ref  95). 

See  Utter  ftom  Kennedy  D  (FDA)  to  Banzhaf  J  (ASH)  (Dec.  5, 1977).  See  AR  (Vol.  503  Ref.  8882) 
(denial  of  1977  petition). 

Utter  from  Goyan  JE  (FDA)  to  Banzhaf  J  (ASH)  (Nov.  25, 1980).  See  AR  (VoL  503  Ref.  8881). 

Public  Health  Cigarette  Amendments  of  1971,  Hearings  before  the  Consumer  Subcommittee  of  the 
Committee  on  Commerce.  U.S.  Senate,  92d  C(Mig.,  2d  Sess.  at  239-246.  See  AR  (VoL  503  Ref.  8894). 

See  appendix  7  to  the  Jurisdictional  Analysis.  See  AR  (Vol.  1,  Appendix  7). 
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evidence  of  such  intent  with  regard  to  nicotine  in  tobacco 
products. . . . 

Mr.  Chairman,  we  now  h^ve  cause  to  reconsider  this 
historical  view . . .  This  question  arises  today  because  of  an 
accumulation  of  information  in  recent  months  and  years.  In 
my  testimony  today,  I  will  describe  some  of  the  information. 

Appendix  7  at  1-2  (footnote  omitted).  This  testimony,  like  the  reference  to  the  ASH 

decision,  adequately  put  the  public  on  notice  of  FDA’s  past  position/^ 

Nor  does  FDA  agree  with  the  coimnent’s  argument  that  Clongress,  in  reliance  on 

past  FDA  pronouncements,  enacted  legislation  precluding  FDA  from  regulating  tobacco 

products  under  the  Act.  As  discussed  in  detail  in  sections  IV.  and  V.,  above,  the  Agency 

has  never  categorically  disclaimed  jurisdiction  over  tobacco  products  and  (Congress  has 

never  expressly  forbidden  FDA  from  asserting  jurisdiction  over  these  products.  The 

Agency  had  no  affirmative  obligation  to  posit  in  the  Jurisdictional  Analysis  arguments  it 

believes  are  legally  infirm.  Cf.  Florida  Power  and  Light  Co.  v.  United  States,  846  F.2d 

765, 771  (D.C.  Cir.  1988),  cert,  denied,  490  U.S.  1045  (1989). 

Two  tobacco  industry  comments  also  claimed  that  the  Agency  unfairly 

underplayed  the  complexity  of  issues  such  as  “intended  use,”  product  categorization. 


The  Agency's  dedsion  not  to  include  a  prolonged  discussion  of  past  Agency  decisitnis  is  also  based  (m 
the  fact  that  the  Agency  is  operating  under  a  different  set  of  facts.  See  section  IV.,  above.  The  Agency 
did  not  commit  a  procedural  error  by  failing  to  chronicle  exhaustively  decisions  it  made  in  a  factually 
distinguishable  context 

One  of  the  comments  also  faults  the  Agency  for  failing  to  give  notice  of  the  "several"  citizen  petitions  filed 
since  1977  that  request  that  the  Agency  regulate  cigarettes.  In  fact,  the  Agency  incorporated  by  reference 
into  the  docket  for  this  jurisdictitmal  determination  all  significant  dockets  opened  since  the  conclusion  of 
the  ASH  litigation  that  relate  to  the  Agency's  jurisdiction  over  cigarettes  and  other  nicotine  delivery 
systems.  The  index  the  Agency  provided  to  the  public  on  September  29, 1995,  in  conjunctitm  with  the 
public  display  of  the  administrative  record  (as  of  that  date),  included  a  description  of  9  dodoets  the  Agency 
inctxporated  by  reference  into  the  record  supporting  the  Jurisdictional  Analysis.  See  AR  (VoL  504 
Ref.  8934). 
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regulatory  authority  over  combination  products,  and  the  applicability  of  the  medical  device 
provisions  of  the  Act  to  cigarettes  and  smokeless  tobacco.  Instead,  one  of  these 
comments  asserted  that  all  the  Agency  had  done  was  publish  “a  tendentious  anti-tobacco, 
pro-FDA-regulation  manifesto”  and,  as  such,  the  Agency’s  notice  was  “fraudulent.”*^^ 

The  Agency  disagrees  with  this  characterization,  whether  it  was  directed  at  the  Proposed 
Rule  or  at  the  Jurisdiaional  Analysis.  More  to  the  point,  the  Agency  disagrees  with  the 
argument  that  the  Agency  somehow  deprived  the  public  of  fair  notice  of  its  Jurisdictional 
Analysis. 

Again,  to  satisfy  the  APA’s  notice  requirement  for  informal  rulemaking,  the 
Agency  must  specify  with  particularity  the  legal  authority  on  which  its  proposal  is  based. 

K.  Davis,  Administrative  Law  Treatise  (3d  ed.  1994),  at  299.  Notice  must  be 
“informative”  and  must  “fairly  apprise”  interested  persons.  Id.  at  299-300.  The  Agency 
notes,  however,  that  it  need  not  unravel  for  the  public  each  and  every  theoretical  step  in 
the  analysis.  See  Chemical  Waste  Management,  Inc.  v.  Environmental  Protection 
Agency,  869  F.2d  1526, 1535  (D.C.  Cir.  1989)  (even  where  Agency  statement  in  notice  of 
rulemaking  assumes  rather  than  invites  comments  on  an  issue,  notice  is  sufficient  if  it 
provides  interested  parties  “with  a  clear  indication  of  the  agency’s  intended  course  of 
action. . . .  ”);  Center  for  Auto  Safety  v.  Peck,  751  F.2d  1336, 1361  (D.C.  Cir.  1985)  (“It 
is  simply  not  the  case,  however,  that  all  of  the  essential  postulates  for  an  agency  rule  must 
be  contained  in  the  record”). 


Joint  Comment  of  the  Smokeless  Tobacco  Manufacnuets,  Comment  (Jan.  2, 1996),  at  33.  See  AR 
(Vol.  526  Ref.  95). 
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Nevertheless,  the  Agency  provided  the  public  a  detailed  explanation  of  why  it 
regards  cigarettes  and  smokeless  tobacco  as  drug/device  combinations  products,  and  why 
it  believes  the  device  provisions  of  the  Act  may,  and  should,  be  used  to  regulate  these 
products.  The  Agency  set  forth  its  rationale  for  regulating  these  products  as  devices  in 
both  the  Jurisdictional  Analysis  itself,  see  60  FR  41521-41525,  and  in  the  Proposed  Rule, 
see  60  FR  41348-41350.  Fi^er,  the  Agency  identified  for  the  public  in  the  Proposed 
Rule  the  precise  statutory  provisions  under  which  it  proposed  to  regulate  these  products. 

60  FR  41346-41352, 41372. 

The  Agency  also  put  the  public  on  notice,  by  referencing  the  Intercenter 
Agreement,  see  60  FR  41521,  that  preloaded  drug  delivery  systems  ate  often  regulated 
using  the  drug  authorities  under  the  Act.  The  Agency  adequately  explained — for  notice 
purposes — why  in  this  instance  it  proposed  a  different  approach.  60  FR  41348-41350. 

With  respect  to  the  application  of  the  concept  of  “intended  use,”  the  lengthy 
discussion  in  Part  11  of  the  Jurisdictional  Analysis  provided  the  public  with  fuU  disclosure 
of  the  Agency’s  rationale  for  regulating  cigarettes  and  smokeless  tobacco  based  on  the 
“intended  use”  of  these  products.  The  core  facts  and  precedents  on  which  the  Agency 
relied  were  displayed  in  a  manner  the  Agency  believes  invited  maximum  public  scrutiny. 

The  Agency  even  provided  the  public  with  1 1  different  examples  (9  from  the  1980’s  and 
1990’ s)  of  the  application  of  the  intended  use  concept  to  the  determination  of  whether  a 
product,  absent  express  claims,  may  be  regulated  as  a  drug  or  a  device.  60  FR  41527- 
41531.  This  level  of  explanation  more  than  satisfied  the  requirements  of  the  APA  as 
interpreted  by  the  relevant  case  law. 
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Finally,  the  quantity  and  quality  of  conunents  the  Agency  received  on  the 
Jurisdiaional  Analysis  and  the  proposed  rule  suggest  that,  in  fact,  the  public  was 
adequately  notified  of  the  relevant  issues.  The  Agency  received  more  comments  on  these 
two  documents  than  it  has  ever  received  on  any  other  subject,  with  over  700,000 
comments  (including  form  letters)  and  over  95,000  distinct  or  unique  sets  of  conunents. 

More  important,  the  Agency  received  hundreds  of  pages  of  comments  on  the  very  issues 
the  Agency  is  said  to  have  hidden  from  the  public.  Indeed,  the  two  industry  commenters 
who  complained  most  vigorously  about  the  supposed  deficiencies  in  the  Jurisdictional 
Analysis  and  the  Proposed  Rule  themselves  literally  filed  volumes  of  comments  on  the 
issues  they  claim  the  Agency  concealed.^^  Even  the  comments  of  interested  nonindustry 
persons  evidenced  fair  notice  of  the  Agency’s  historical  position  and  fair  notice  of  the 
Agency’s  reasoning  for  applying  the  device  provisions  of  the  act  to  cigarettes  and 
smokeless  tobacco.^“‘ 

In  Chemical  Waste  Management,  869  F.2d  at  1535,  the  plaintiff  complained  that 
the  Environmental  Proteaion  Agency’s  notice  of  proposed  rulemaking  treated  a  certain 
controversial  issue  “as  an  accomplished  faa.”  Like  two  of  the  comments  here,  the 
plaintiff  in  Chemical  Waste  Management  argued  that  the  APA  required  the  agency  to 

See,  e.g..  Joint  Comments  of  the  Smokeless  Tobacco  Manufacture,  Comment  (Jan.  2, 19%),  at  43- 
73  (discussing  the  Agency’s  historical  position  on  Agency  jurisdiction  over  tobacco  products),  99-258 
(discussing  die  Agecy’s  {plication  of  the  concept  of  inteded  use  to  tobacco  products),  and  259-307 
(analyzing  the  Agecy’s  position  that  cigarettes  and  smokeless  tobacco  ,are  combination  products  that  may 
be  regulated  as  restricted  devices).  See  AR  (Vol.  526  Ref.  95).  Accord  Joint  Comments  of  Cigarette 
Manufacturers  at,  among  other  places,  VoL  I  (discussing  FDA’s  histoncal  position  on  jurisdiction),  Vol. 

II  (discussing  the  concept  of  intended  use),  and  VoL  V  (discussing  the  regulation  of  cigarettes  as  medical 
devices).  See  AR  (VoL  535  Ref.  %). 

See,  e.g..  Public  Citizm  Litigation  Group,  Lbmment  (Jaa  2, 1996),  at  29-43.  See  AR  (Vol.  700  Ref 
591);  American  Heart  Association,  (Ibmment  (Dec.  26, 1995).  See  AR  (Vol.  700  Ref  592). 
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highlight  the  fact  that  its  position  was  subject  to  debate  and  to  solicit  comments  on  the 
issue.  The  United  States  Court  of  Appeals  for  the  District  of  Columbia  rejected  this 
argument  because  EPA  had  provided  notice  of  its  intended  course  and  because  the  agency 
in  fact  received  numerous  comments  on  the  issue.  Id.  \  see  also  Shell  Oil  Co.  v.  EPA,  950 
F.2d  741, 757  (D.C.  Cir.  1991)  (recognition  of  a  certain  issue  by  commenters  may  be  used 
to  infer  that  adequate  notice  of  the  issue  was  given);  Haralson  v.  Federal  Home  Loan 
Bank  Board,  678  F.  Supp.  925, 926  (D.D.C.  1987)  (same). 

As  in  cases  such  as  Chemical  Waste  Management,  the  comments  FDA  received 
demonstrate  that  there  is  no  serious  claim  to  be  made  that  the  Agency  has  concealed  issues 
from  the  public.  Interested  persons  representing  both  sides  in  this  controversial 
proceeding  commented  on  the  very  issues  the  Agency  supposedly  underplayed  in  its  notice 
of  proposed  mlemaking. 

At  bottom,  the  comments  that  challenge  the  adequacy  of  the  Agency’s  proposal 
confuse  the  merits  of  the  issue  with  procedure.  The  supposed  deficiencies  in  FDA’s  legal 
reasoning,  and  the  supposed  failure  to  discuss  contrary  authorities,  raise  substantive  issues 
to  be  resolved  during  the  comment  and  response-to-comment  phase  of  the  proceeding. 

The  possibility  that  some  of  the  Agency’s  legal  conclusions  may  be  subjea  to  debate  does 
not  render  the  notice  inadequate.  See  Chemical  Waste  Management,  869  F.2d  at  1535; 

Natural  Resources  Defense  Council,  Inc.  v.  Hodel,  618  F.  Supp.  848,  864-865 
(E.D.  Cal.  1985). 
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2.  The  Agency  Provided  a  **Reasoned  Explanation”  for  Its  Current  . 

Position 

Several  tobacco  industry  comments  also  claimed  that  the  Agency  violated  the 
APA’s  notice  provisions  by  failing  to  include  a  “reasoned  explanation”  for  departing  from 
past  precedent  on  the  issue  of  whether  to  regulate  all  cigarettes  and  smokeless  tobacco.  In 
their  view,  the  Jurisdictional  Analysis  and  Proposed  Rule  are  procedurally  infirm  because 
the  Agency  did  not  adequately  explain  its  basis  for  past  decisions  not  to  regulate  these 
products,  and  did  not  distinguish  those  decisions  from  its  present  position.  One  of  these 
comments  likewise  asserted  that  the  Agency  was  required  to  include  in  the  administrative 
record  each  and  every  document  “that  formed  the  basis  for,  or  was  an  expression  or 
reflection  of,  FDA’s  consistent  position  over  more  than  80  years  that  it  does  not  have 
jurisdiction  to  regulate  cigarettes.”  The  absence  of  this  material,  according  to  the 
comment,  demonstrates  that  the  Agency  failed  to  consider  “obviously  relevant”  contrary 
information  in  asserting  jurisdiction  and  in  proposing  to  regulate  these  products.^^^ 

The  authorities  cited  in  the  comments  require  that,  by  the  close  of  an 
administrative  proceeding,  the  Agency  must  provide  a  “reasoned  explanation”  to  the 
extent  the  Agency  has  departed  from  a  prior  formal  position.  See,  e.g..  International 
Union,  United  Auto  Workers  v.  NLRB,  459  F.2d  1329  (D.C.  Cir.  1972)  (challenge  to  final 
decision  of  labor  board);  Greyhound  Corp.  v.  ICC,  551  F.2d  414  (D.C.  Cir.  1977) 

(challenge  to  final  order  of  the  ICC);  Baltimore  and  Annapolis  Railroad  Co.  v. 

Washington  Metro.  Area,  642  F.2d  1365  (D.C.  Cir.  1980)  (challenge  to  final  order  of 


Joint  Comments  of  Cigarette  Manufacturers,  Comment  (Jan.  2, 1996),  Vol.  XII,  at  16.  See  AR  (Vol. 
535  Ref.  96). 
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transit  commission);  RKO  Gen.,  Inc.  v.  FCC,  670  F.2d  215  (D.C.  Cir.  1981),  cert,  denied, 

456  U.S.  927  (1982)  (challenge  to  final  order  of  Federal  Communications  Commission 
denying  renewal  of  television  license);  see  also  Motor  Vehicle  Mfrs.  Ass’n  v.  State  Farm, 

Mutual  Auto  Insurance,  463  U.S.  29, 43  (1983)  (challenge  to  final  rule  rescinding  passive 
restraint  seatbelt  requirement  contained  in  a  Department  of  Transportation  standard). 

None  of  these  cases,  which  involve  challenges  to  final  Agency  orders  and  final  rules,  holds 
that  at  the  notice  stage  of  a  proceeding,  when  an  Agency  is  proposing  to  depart  from  a 
prior  position,  the  Agency  must  provide  a  comprehensive  “reasoned  explanation.” 

The  Agency  nevertheless  agrees  that  the  rulemaking  proceeding,  taken  as  a  whole, 
should  clearly  and  rationally  justify  changes  in  existing  policies.  Thus,  FDA  included  in  its 
Jurisdictional  Analysis  ample  reference  to  its  prior  policy  and  a  more  than  ample 
discussion  of  the  Agency’s  rationale  for  changing  its  policy.  Indeed,  the  very  intent  of  the 
Jurisdictional  Analysis,  the  622  footnotes  supporting  the  analysis,  its  appendices,  and  the 
more  than  13,000  documents  put  on  the  administrative  record  was  to  provide  the  public 
with  a  full  view  of  the  new  evidence  that  supports  the  need  for  the  Agency  to  take  a 
different  approach  to  the  regulation  of  these  products. 

As  FDA  made  clear  at  the  outset  of  its  Jurisdictional  Analysis,  its  decision  to 
propose  to  regulate  these  products,  when  in  the  past  it  did  so  only  when  claims  were 
made,  is  based  on  the  fact  that  “[t]he  quality,  quantity,  and  scope  of  the  evidence  available 
to  FDA  today  is  greater  than  any  other  time  when  FDA  has  considered  regulation  of 
cigarettes  and  smokeless  products.”  60  FR  41464,  n.l.  Footnote  5  of  the  Jurisdictional 
Analysis,  in  particular,  made  clear  that:  (1)  The  Agency  in  the  past  had  declined  to 
exercise  jurisdiction  generally  over  these  products;  and  (2)  the  reason  for  taking  a  different 
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position  today  is  that  the  evidence  before  the  Agency  regarding  the  intended  use  of  these 
products  “has  changed  dramatically.”  60  FR  41482,  n.5.  In  addition,  the  Agency 
repeatedly  stated  that  its  analysis  was  based  on  “evidence  now  available  to  the  Agency,” 

60  FR  41464,  “current  evidence,”  60  FR  41466,  evidence  accumulated  since  1980, 60  FR 
41482,  n.5,  and  evidence  that  has  emerged  since  1980  or  was  not  widely  known  until 
recently,  60  FR  41483-41484, 41539. 

Neither  the  APA  nor  the  case  law  cited  in  the  comments  requires  an  agency  to 
provide  a  thorough  “reasoned  explanation”  for  departing  from  precedent  at  the  notice 
stage  of  a  proceeding.  Rather,  the  APA  at  most  requires  that  the  Agency  give  notice  of  its 
proposal  to  take  a  different  position  or  view,  and  give  enough  information  to  allow  the 
public  a  reasonable  opportunity  to  comment.  Not  until  the  close  of  the  proceeding,  after 
public  comment  has  been  received,  must  the  Agency  ensure  that  it  has  provided  a  full 
“reasoned  explanation.”  The  Agency  believes  in  this  instance  that  its  discussion  at  the 
notice  stage  met  the  standard  that  courts  ordinarily  do  not  impose  until  the  close  of  an 
administrative  proceeding.  Nonetheless,  the  Agency  has  provided  further,  detailed 
discussion  of  the  legal  and  factual  bases  for  taking  its  current  position  in  this  document. 

See  section  IV.,  above. 

Finally,  the  Agency  does  not  agree  that  it  was  required  to  include  in  the  record,  at 
the  notice  stage,  each  and  every  prior  Agency  “decision,  statement,  and  finding.”  Rather, 
the  Agency  appropriately  included  in  the  record  of  proposed  rulemaking  enough 
documentation  to  give  the  public  notice  of  the  Agency’s  prior  position,  and  notice  of  the 
Agency*  s  prior  reasoning  for  declining  to  exercise  jurisdiction  generally  over  these 
products  (absent  express  claims).  For  example,  the  Agency  incorporated  by  reference  into 
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the  administrative  record  for  this  jurisdictional  detennination  all  significant  dockets  opened 
since  the  conclusion  of  the  1977  ASH  litigation  that  relate  to  the  Agency’s  jurisdiction 
over  these  products.  In  addition,  the  Agency  included  in  the  record  its  response  and 
supplemental  response  to  the  original  ASH  citizen  petition.  Those  documents  outline  in 
detail  the  “contrary”  view  the  Agency  has  allegedly  concealed,  including  full  discussions  of 
the  Agency’s  enforcement  history  with  respect  to  tobacco  products  and  the  Agency’s 
significant  past  pronouncements  on  the  subject.  In  any  case,  the  tobacco  industry  itself, 
through  its  comments,  has  introduced  many  of  the  Agency’s  earlier  statements  into  the 
administrative  record  for  this  proceeding.  Thus,  unlike  the  facts  presented  in  cases  such  as 
Public  Citizen  v.  Heckler,  653  F.  Supp.  1229  (D.D.C.  1986)  and  Walter  O.  Boswell 
Memorial  Hospital  v.  Heckler,  749  F.2d  788  (D.C.  Cir.  1984),  as  referenced  in  the 
comment,  the  administrative  record  for  this  proceeding  already  contains  the  “adverse” 
information  claimed  to  be  lacking,  by  virtue  of  the  Agency’s  inclusion  of  documents  in  the 
record  and  the  comments  received  by  the  Agency. 

C.  ADEQUACY  OF  THE  COMMENT  PERIOD 

FDA  received  at  least  one  comment  urging  that  the  comment  period  for  both  the 
Jurisdictional  Analysis  and  the  Proposed  Rule  was  unreasonably  short  in  light  of  the 
complexity  of  the  Proposed  Rule,  the  number  of  materials  the  Agency  put  on  public 
display,  and  the  possible  impact  of  the  rule  on  the  tobacco  industry.  TTiis  comment  argued 
that  the  Agency  aaed  arbitrarily  and  capriciously  in  deciding  to  “limit”  the  comment 
period  to  144  days  from  the  publication  of  the  August  11, 1995,  Proposed  Rule  and 
Jurisdictional  Analysis  and  95  days  from  the  public  release  of  the  documents  FDA 
considered  but  did  not  rely  upon. 
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Far  from  having  “limited”  the  comment  period,  FDA  provided  more  than  twice  as 
much  time  for  comment  as  the  Agency’s  regulations  require.  See  60  FR  53560  (Oct.  16, 

1995)  (extending  comment  period  for  Proposed  Rule);  60  FR  53620  (Oct.  16, 1995) 

(extending  comment  period  on  Jurisdictional  Analysis). 

The  APA  requires  only  that  an  agency  “give  interested  persons  an  opportunity  to 
participate  in  the  rule  making  through  submission  of  written  data,  views,  or  arguments. . .” 

5  U.S.C.  553(c).  This  is  all  the  APA  requires;  there  is  no  statutory  requirement 
concerning  how  many  days  an  Agency  must  allow,  nor  is  there  a  requirement  that  an 
Agency  must  extend  the  period  at  the  request  of  an  interested  person.  See  Phillips 
Petroleum  Co.  v.  Environmental  Protection  Agency,  803  F.2d  545, 559  (10th  Cir.  1986). 

FDA’s  own  regulations  generally  afford  the  public  60  days  to  comment  on  a 
Proposed  Rule,  unless  the  (Hommissioner  shortens  or  lengthens  the  period  for  good  cause. 

21  dPR  10.4(Xb)(2).  Executive  Order  12889  implementing  the  North  American  Free 
Trade  Agreement  prescribes  a  minimum  comment  period  of  75  days  on  certain  proposed 
rules,  except  when  good  cause  is  shown  for  a  shorter  comment  period.  See  58  FR  69681 
(Dec.  27, 1993). 

Here,  the  Agency  provided  the  public  with  144  days  from  the  publication  of  the 
Jurisdictional  Analysis,  139  days  ftom  the  release  of  the  documents  the  Agency  cited  in 
support  of  the  Jurisdictional  Analysis  (on  August  16, 1995),  and  95  days  from  the  release 
of  the  materials  the  Agency  considered  but  did  not  directly  rely  upon  (on  September  29, 

1995).  Thus,  even  when  counting  from  the  date  the  Agency  released  additional 
documents  on  which  it  did  not  rely,  the  Agency  provided  much  more  time  for  comment 
than  its  regulations,  or  the  Executive  Order,  require. 
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Further,  on  March  20, 1996,  the  Federal  Register  published  notice  of  an  additional 
30  day  conunent  period  limited  to  specific  documents  the  Agency  added  to  the  docket  in 
support  of  the  Agency’s  analysis  of  its  jurisdiction.  See  61  FR  1 1419  (Mar.  20, 19%). 
Although  the  Agency  expressly  limited  the  scope  of  the  matters  on  which  interested 
persons  could  comment,  the  March  20, 19%,  action  did  provide  the  public  with  yet 
another  30  days  on  which  to  comment  on  issues  related  to  such  core  subjects  as  the 
manipulation  of  the  nicotine  content  of  cigarettes  and  smokeless  tobacco. 

The  Agency  is  not  persuaded  that  any  interested  person  has  been  unfairly 
prejudiced.  First,  FDA  considers  requests  to  extend  the  conunent  period  on  a  case-by¬ 
case  basis.  Here,  on  the  one  hand,  the  commenter  (the  Tobacco  Institute  together  with 
five  major  tobacco  companies)  presented  in  its  request  for  additional  time  no  compelling 
reasons  to  extend  the  period  (such  as  a  new,  material  study).  On  the  other  hand,  FDA  is 
faced  with  a  matter  raising  serious  public  health  concerns.  For  those  reasons,  the  Agency 
denied  the  request  to  extend  the  period  for  as  much  time  as  the  commenter  had  requested. 
See  60  FR  53560. 

Second,  each  of  the  five  tobacco  companies  that  submitted  this  joint  comment  also 
filed  suit  against  FDA  immediately  after  FDA’s  Jurisdictional  Analysis  and  notice  of 
proposed  rulemaking  went  on  public  display.  The  timing  appears  to  indicate  that  these 
firms  had  been  preparing  to  respond  to  an  FDA  proposal  to  regulate  cigarettes  and 
smokeless  tobacco  for  some  time.  In  any  case,  the  cigarette  manufacturers  were  able, 
jointly,  to  submit  2,000  pages  of  comments  and  45,0(X)  pages  of  exhibits  and  the 
smokeless  tobacco  manufacturers  were  able  to  jointly  submit  474  pages  of  comments  and 
3,372  pages  of  exhibits  within  the  time  allotted  for  commenting  on  the  Jurisdictional 
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Analysis  and  Proposed  Rule.  Their  submissions  far  outweigh  any  others.  The  Agency, 
therefore,  is  not  persuaded  that  these  commenters  suffered  prejudice  as  a  result  of  FDA’s 
allowing  twice  as  much  time  as  the  Agency’s  regulations  require.  See  Conference  of  State 
'Bank  Supervisors  v.  Office  of  Thrift  Supervision,  792  F.  Supp.  837, 843  (D.D.C.  1992) 

(in  light  of  the  comments  received,  court  declined  to  find  that  30  day  comment  period  was 
insufficient  to  allow  opportunity  for  meaningful  public  participation);  Phillips  Petroleum 
Co.,  803  F.2d  at  559  (citing  cases  in  which  courts  have  upheld  notice  periods  of  45  days 
or  less). 

In  sum,  the  Agency  believes  it  provided  ample  additional  time  for  comments — 
nearly  90  days  more  than  is  provided  for  in  the  Agency’s  own  procedural  regulation. 

Given  that  it  received  over  7(X),0(X)  comments,  including  95,000  distina  sets  of 
comments,  the  Agency  is  not  persuaded  that  the  length  of  the  comment  period  unfairly 
hampered  the  quality  of  the  public  debate  on  this  matter. 

D.  THE  NEED  FOR  “ADDITIONAL  PROCEDURES” 

Finally,  one  comment  claimed  that  the  Agency’s  use  of  William  A.  Farone’s 
statement‘s^  “and  other  similar  documents”  raises  “serious  issues  of  procedural 
faimess.”‘s*  The  comment  asserted  that  “FDA  appears  to  treat”  Farone  as  if  he  has 
current  first-hand  knowledge  of  internal  company  deliberations,  and  that  FDA  is  using 
Farone’s  statement  as  “testimonial  evidence.”  Based  on  this  characterization  of  the  ' 

William  A  Farone  was  the  directcn:  of  applied  research  in  the  research  and  development  departmoit 
of  Hiilip  Morris  U.S.A.  See  Farcme  WA  The  Manipulation  and  Control  of  Nicotine  and  Tar  in  the 
Design  and  Manufacture  of  Cigarettes:  A  Scientific  Perspective  (Mar.  8, 1996),  at  17.  See  AR  (VoL  638 
Ref.  2). 

Joint  Commoits  of  the  Cigarette  Manufacturers,  Supplemental  Comment  on  the  Statement  of  William 
A  Farone  (Apr.  19, 19%),  at  15.  See  AR  (VoL  700  Ref.  223). 


654 


^^^^^^^ederaMR^rter^^Vol^61^Io^^68jM/Vednesdayj^^ugus^28^^99^^Rule^and^^ul[ations  45321 

VI.D. 

Farone  report,  the  commenter  argued  that  it  should  be  allowed  the  opportunity  to  confront 
and  cross-examine  Farone  on  the  record,  examine  any  notes  taken  by  FDA  in  interviews 
with  Farone,  and  obtain  an  extension  of  the  comment  period  in  order  to  take  Farone’ s 
deposition  in  a  pending  civil  proceeding  (to  which  FDA  is  not  a  party). 

The  Agency  added  the  Farone  statement  and  two  affidavits  from  former  tobacco 
industry  employees  as  possible  additional  support  (but  by  no  means  crucial)  for  the 
Agency’s  determination  that  it  has  jurisdiction  over  cigarettes  and  smokeless  tobacco 
(because  these  products  are  intended  for  use  as  drug  delivery  devices).  The  comment 
failed  to  cite  any  legal  authority  to  advance  the  proposition  that,  in  making  such  a 
jurisdictional  determination,  the  Agency  must  allow  for  cross-examination  of  witnesses 
and  discovery  of  investigatory  notes. 

A  brief  review  of  the  procedures  the  Agency  employed  in  reaching  its  final 
jurisdictional  determination  is  in  order.  At  the  same  time  that  the  Agency  published  notice 
of  its  proposal  to  regulate  nicotine-containing  cigarettes  and  smokeless  tobacco,  see  60 
FR  41314,  the  Agency  also  published  die  results  of  its  lengthy  investigation  into,  and 
comprehensive  analysis  of,  the  Agency’s  jurisdiction  over  these  products.  See  60  FR 
41453.  Because  of  the  unique  importance  of  the  jurisdictional  issue,  the  Agency  made  its 
analysis  available  to  the  public,  put  the  administrative  record  in  support  of  its  analysis  on 
public  display,  and  invited  comments  from  the  public  on  its  analysis.  When  the  Agency  ' 
later  supplemented  the  record  in  support  of  its  Jurisdictional  Analysis  with  the  Farone 

In  a  letter  to  Grossi  PT,  Jr.,  counsel  for  Morris  Inc.,  from  Schultz  WB,  FDA  dqiuty 
commissioner  for  policy,  dated  Apr.  12, 1996,  the  Agency  responded  to  these  very  arguments.  In 
addition  to  the  Agency's  discussion  in  that  letter,  the  Agency  offers  the  response  in  the  text  of  this 
document  See  AR  (VoL  71 1  Ref.  44). 
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report  and  two  affidavits  from  former  tobacco  industry  employees,  the  Agency  invited 
public  comment  on  these  documents.  See  61  FR  1 1419.  Interested  persons  thus  were 
provided  the  opportunity  to  present  written  statements  consisting  of  facts,  data,  expert 
affidavits,  studies,  argument,  and  other  relevant  information  with  which  to  challenge,  if 
they  chose,  the  Agency’s  Jurisdictional  Analysis  and  documents  such  as  the  Farone  report 
that  support  it.  Finally,  in  this  document,  the  Agency  is  responding  to  all  pertinent 
comments  to  the  Agency’s  Jurisdictional  Analysis. 

FDA  has  primary  jurisdiaion  to  determine  its  jurisdiction.  Weinberger  v.  Hynson, 

Westcott  &  Dunning,  Inc.,  412  U.S.  609, 627  (1973).  At  best,  FDA  must  ensure  that  it 
meets  “the  rudiments  of  fair  play”  in  determining  its  jurisdiction.  Id.  However,  neither 
the  Act  nor  the  APA  directs  the  Agency  to  cormnence  a  rulemaking  proceeding,  or 
conduct  a  formal  evidentiary  hearing,  before  making  a  j'lrisdictional  determination. 

Nevertheless,  FDA  chose  to  employ  the  process  outlined  above — a  notice  and  comment- 
type  procedure — as  a  means  by  which  to  give  the  public  an  opportunity  to  participate  the 
Agency’s  analysis  of  its  jurisdiction  and,  thereby,  met  the  conditions  of  “fair  play.” 

There  is  nothing  about  the  Farone  report  or  the  affidavits  from  former  industry 
employees  that  would  now  require  that  the  Agency  employ  even  more  procedures.  In  an 
ordinary  informal  rulemaking  proceeding,  such  as  that  by  which  the  Agency  is 
promulgating  its  regulations  governing  cigarettes  and  smokeless  tobacco,  see  21  U.S.C. 

371(a),  an  interested  person  generally  has  no  right  to  cross-examine  witnesses.  Compare 
21  U.S.C.  371(e)  (enumerating  those  instances  in  which  rulemaking  under  the  Aa  may  be 
subjea  to  additional  procedures,  including  the  opportunity  for  a  formal  evidentiary  hearing 
under  sections  556  and  557  of  the  APA);  see  Vermont  Yankee  Nuclear  Power  Corp,  v. 
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Natural  Resources  Defense  Council,  Inc.,  435  U.S.  519, 524  (1978).  Exceptions  to  this 
rule  can  be  made  where  Congress  has  expressly  provided  for  additional  procedures,  see  5 
U.S.C.  553(c),  or  where  the  rulemaking  proceeding  is  in  fact  a  “quasi-judicial 
determination”  in  which  “a  very  small  number  of  persons  are  ‘exceptionally  affected,  in 

each  case  upon  individual  grounds _ Vermont  Yankee  Nuclear  Power  Corp.,  435 

U.S.  at  542  (quoting  United  States  v.  Florida  East  Coast  Ry.  Co.,  410  U.S.  224,  242-245 
( 1973),  and  holding  that  the  APA  established  “the  maximum  procedural  requirements” 
that  courts  can  impose  upon  agencies  in  conducting  rulemaking  procedures  and  that  the 
circumstances  in  which  courts  may  require  additional  procedures,  “if  they  exist,  are 
extremely  rare”);  Lead  Indus.  Assort,  Inc.  v.  EPA,  647  F.2d  1 130,  1 169-1170  (D.C.  Cir.) 

(interested  persons  face  an  extremely  heavy  burden  when  they  demand  that  an  Agency 
provide  procedures  not  required  by  statute,  such  as  cross-examination),  cert,  denied,  449 
U.S.  1042(1980). 

The  comment  FDA  received  did  not  seriously  attempt  to  show  that  the  Agency  is 
in  fact  engaged  in  the  type  of  individualized  determination  described  in  Vermont  Yankee, 
nor  did  it  reference  any  statutory  provisions  that  would  require  additional  procedures  in 
this  instance.  Instead,  the  comment  rested  its  argument  on  the  “testimonial”  and  “first¬ 
hand”  nature  of  the  Farone  report  The  mere  labeling  of  evidence  in  this  way  does  not 
‘  change  the  nature  of  a  proceeding.  Indeed,  the  tobacco  industry  with  their  comments 
submitted  statements  of  individuals  as  exhibits.  Nor  is  the  company-specific  nature  of  the 
evidence  determinative. 

The  issue,  instead,  depends  upon  the  purpose  for  which  the  Agency  intends  to  use 
the  evidence.  See  United  Air  Lines,  Inc.,  766  F.2d  at  1 1 19;  Ass'n  of  National 
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Advertisers,  Inc.  V.  FTC,  621  ¥.2iM\5h  1164-1165  (D.C  Cir.  \919\  cert,  denied,  U1 
U.S.  921  (1980).  Where,  as  FDA  has  done  here,  the  Agency  is  relying  on  evidence  to 
reach  essentially  legislative  judgments,  for  prospective  application,  and  for  the  purpose  of 
regulating  an  entire  industry,  there  is  overwhelming  authority  that  an  evidentiary  hearing 
with  cross-examination  of  witnesses  is  not  required.  See,  e.g.,  Vermont  Yankee  Nuclear 
Power  Corp.,  435  U.S.  at  524;  Lead  Indus.  Ass’n,  Inc.,  647  F.2d  at  1 169-1170;  United 
Air  Lines,  Inc.  v.  Civil  Aeronautics  Board,  766  F.2d  1 107, 1116-1121  (7th  Cir.  1985); 
Cleveland  Elec.  Illuminating  Co.  v.  EPA,  572  F.2d  1 150,  1 160  (6th  Cir.),  cert,  denied, 

439  U.S.  910  (1978);  Miami  Nation  of  Indians  of  Indiana,  Inc.  v.  Babbitt,  887  F.  Supp. 
1158, 1173  (RD.Ind.  1995). 

The  Agency  is  relying  on  documents  such  as  the  Farone  report  to  support  its 
jurisdiction  over  two  broad  categories  of  products  (cigarettes  and  smokeless  tobacco),  and 
over  all  persons  who  manufacture,  distribute,  and  sell  these  products.  The  Agency’s 
inquiry  into  the  operations  of  the  leading  tobacco  firms  was  intended  not  to  restrict  or 
punish  particular  firms  based  on  individualized  grounds,  but  rather  was  intended  to 
support  regulatory  controls  that  extend  to  the  entire  industry.  Thus,  the  Agency’s  Final 
Rule  governing  youth  access  to  cigarettes  and  smokeless  tobacco  products  is  properly 
charaaerized  as  rulemaking  proceeding  “in  its  purest  form.”  Vermont  Yankee,  435  U.S.  at 
542  n.l6;  accord  Lead  Indus.  Ass'n,  647  F.2d  at  1 171  n.l  19.  The  fact,  then,  that  Farone 
at  one  time  worked  for  a  leading  tobacco  firm  does  not  change  the  purpose  of  this 
jurisdictional  determination  or  in  any  way  trigger  the  need  for  additional  procedures.  See 
Commodity  Exchange,  Inc.  v.  Commodity  Futures  Trading  Comm.,  543  F.  Supp.  1340, 
1351  (S.D.N.Y.  1982)  (summarizing  case  law  holding  that  “informal  rulemaking  could 
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include  an  examination  of  past  practice  in  order  to  prescribe  future  rules,”  and  that  “even 
when  only  one  entity  is  the  immediate  subject  of  an  Agency’s  action,  this  alone  does  not 
change  its  rulemaking  nature . . .”),  aff'd,  703  F.2d  682  (2d  Cir.  1983). 

The  comment  also  complained  that  FDA's  decision  not  to  make  available  its 
interview  notes  with  witnesses  who  have  come  forward  with  public  statements  (/.e., 

Farone,  Rivers,  and  Uydess)  raised  issues  of  “procedural  fairness.”*^  This  concern, 
however,  is  offset  by  the  confidential  nature  of  such  material  and  by  the  limited  extent  to 
which  the  Agency  relied  on  the  public  statements  of  Uydess  and  Farone.  The  public  is 
entitled  to  notice  of,  and  the  opportunity  to  comment  on,  all  materials  upon  which  the 
Agency  has  relied.  For  that  reason,  the  Agency  published  notice  of  the  three  witnesses’ 
statements,  placed  the  statements  on  the  public  docket,  and  afforded  the  public  an 
opportunity  to  comment  on  them.  The  former  employers  of  these  witnesses,  in  particular, 
had  the  opportunity  to  challenge  the  witnesses'  statements  by  affidavit  or  rebuttal 
documentation.  The  Agency  has  decided  to  cite  to  the  publicly-released  Uydess  affidavit 
and  the  Farone  report  in  this  jurisdictional  determination  only  to  the  extent  it  has  on  hand 
information  from  other  sources  that  corroborates  or  confirms  the  information  that  Uydess 
and  Farone  have  given.‘“^  Therefore,  the  Agency  has  proceeded  fairly  in  its  use  of  these 
witnesses’  statements. 

The  comment's  suggestion  that  there  should  be  public  access  to  the  notes  and 
transcripts  of  the  confidential  interviews  with  these  witnesses  raises  a  fundamental  issue 

Joint  Comment  of  Cigarette  Manufacturers,  Comment  (Apr.  19,  1996),  at  16.  See  AR  (VoL  7(X) 

Ref.  223). 

The  Agency  has  decided  not  to  rely  on  the  Rivers  affidavit  in  this  documenL 
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with  implications  that  go  beyond  this  jurisdictional  determination.  The  Agency  has  broad 
authority  to  condua  investigations  for  the  purposes  of  the  Food,  Drug,  and  Cosmetic  Act. 

21  U.S.C.  372  and  374.  In  conducting  these  investigations,  it  may  be  necessary  for  the 
Agency  to  pledge  confidentiality  to  individuals  who  provide  certain  information  and  who 
fear  retaliation  if  their  identities  are  disclosed.  Such  disclosure  may  occur,  directly,  by 
naming  them,  or  indirectly,  by  disclosing  information  only  they  could  have  provided.  It  is 
essential  to  the  overall  mission  of  the  Agency  that  it  sustain  a  reputation  for  maintaining 
the  confidentiality  of  information  given  to  it  in  confidence.  Otherwise,  the  Agency  risks 
losing  invaluable  sources  of  information  which  the  Agency  must  have  to  carry  out  its 
statutory  responsibilities.  Moreover,  disclosure  of  underlying  investigatory  materials  may, 
in  some  instances,  reveal  the  Agency's  investigatory  techniques,  procedures,  and  methods, 
that  it  is  entitled  to  shield  from  the  public.  See  5  U.S.C.  552(b)(7).  In  other  instances, 
underlying  investigatory  mat^ials  may  include  trade  secrets  or  other  confidential 
commercial  information,  which  the  Agency  is  obligated  to  keep  confidential.  See  5  U.S.C. 
552(bX4).  See  generally  60  FR  66981, 66982  (Dec.  27, 1995)  (the  Agency's  Statement  of 
Procedures  for  Handling  Confidential  Information  in  Rulemaking);  see  also  5  U.S.C. 

552(bX6)  and  (bX7).  Thus,  an  express,  unequivocal  waiver  of  confidentiality  on  the  part 
of  a  declarant  would  not  necessarily  obviate  the  Agency’s  obligation  to  protea  such 
investigatory  materials. 

Information  conveyed  to  the  Agency  during  its  interviews  of  these  three  wimesses, 
as  reflected  in  the  notes  and  transcripts  of  the  interviews,  includes  the  identification  of 
other  possible  sources  of  information  and  other  possible  leads  for  the  Agency  to  pursue,  as 
well  as  trade  secrets  and  other  confidential  commercial  information.  This  information  was 
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conveyed  to  the  Agency  with  the  understanding  that  it  would  be  kept  confidential.  The 
Agency  is  duty-bound  to  honor  its  pledge  of  confidentiality,  without  which  its 
investigation  in  this  matter  would  have  been  severely  hampered,  and  maintain  its 
reputation  as  a  reliable  protector  of  confidential  sources  and  information.  The  public 
interest  is  enhanced,  and  not  harmed,  by  the  Agency’s  commitment  to  honor  this  pledge, 
particularly  where,  as  here,  the  Agency  has  afforded  the  public  notice  and  an  opportunity 
to  comment  on  the  only  information  given  by  these  witnesses  that  the  Agency  is  citing  in 
its  jurisdictional  determination.  Cf.  Lame  v.  Department  of  Justice^  654  F.2d  917, 925 
(3d  Cir.  1981)  ("[0]nce  there  has  been  an  expressed  or  implied  assurance  of 
confidentiality,  a  subsequent  release  or  publication  by  the  government  of  a  portion  of  the 
information  does  not  negate  the  exemption  for  any  of  the  information  originally  given."). 

In  light  of  the  notice  and  opportunity  for  public  comment  afforded  by  the  Agency 
with  respect  to  the  public  statements  of  these  three  witnesses,  the  limited  extent  of  the 
Agency's  use  of  the  Uydess  affidavit  and  the  Farone  report,  and  the  confidentiality 
concerns  outlined  above,  the  Agency  properly  declined  to  make  its  underiying  interview 
notes  and  transcripts  publicly  available  in  the  course  of  this  proceeding. 

Finally,  the  Agency  does  not  agree  that  it  was  in  any  way  required  to  delay  this 
important  public  health  proceeding  in  order  for  Farone’ s  deposition  to  be  taken.  The 
Agency  is  not  a  participant  in  the  civil  litigation  in  which  Farone  may  be  called  to  testify 
and  has  no  ability  to  influence  the  procedures  to  be  followed  in  that  proceeding,  let  alone 
the  schedule.  In  any  case,  the  Agency  has  no  statutory  obligation  to  delay  a  jurisdiaional 
determination  in  order  to  allow  for  the  submission  of  cross-examination  testimony  from  a 
wholly  separate  proceeding. 
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E.  CONCLUSION 

Because  of  the  importance  of  the  issues  involved,  the  Agency  took  the  unusual 
step  of  inviting  public  participation  in  the  process  of  developing  the  final  jurisdictional 
determination  set  forth  in  this  Annex.  The  result  is  the  most  extensive  administrative 
record  in  the  history  of  the  Agency.  FDA  employed  procedures  that  exceeded  all  legal 
requirements  and  gave  the  public  the  opportunity  for  full  participation. 

Dated:.  R^ust  % 

^  David  A.  Kesher,  M.D. 

Commissioner  of  Food  and  Drugs 
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